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IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF COLUMBIA 



APOTEX INC. 

150 Signet Drive 

Weston, Ontario, Canada M9L 1T9 

Plaintiff, 



V. 



FOOD AND DRUG ADMINISTRATION 
5600 Fishers Lane 
Rockville, MD 20857 

MICHAEL O. LEAVITT 
Secretary of Health and Human Services 
200 Independence Avenue, SW 
Washington, D.C. 20201 

and 

ANDREW VON ESCHENBACH 
Acting Commissioner of Food and Drugs 
5600 Fishers Lane 
Rockville, MD 20857 

Defendants. 



Case No. 



APOTEX INC.'S MOTION FOR TEMPORARY 
RESTRAINING ORDER AND/OR PRELIMINARY INJUNCTION 

Pursuant to Rules 65(a) and (b) of the Federal Rules of Civil Procedure, Apotex 

Inc. ("Apotex") hereby moves for a temporary restraining order and/or preliminary injunction 

requiring the Food and Drug Administration; Michael O. Leavitt, Secretary of Health and 

Human Services; and Andrew von Eschenbach, Acting Commissioner of Food and Drugs 

(collectively, the "Federal Defendants") to: 
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(a) set aside FDA's November 3, 2006 administrative decision as arbitrary, 
capricious and contrary to law; 

(b) refrain from awarding any 180-day exclusivity for ondansetron tablet 
ANDAs; 

(c) approve Apotex's abbreviated new drug application ("ANDA") No. 77- 
306 for ondansetron tablets upon the expiration of GlaxoSmithKline's 
pediatric exclusivity on December 24, 2006; and 

(d) refrain from approving any other ondansetron tablet ANDA until this 
determination is made and final approval is granted to Apotex. 

In the event the Court denies such relief, Apotex respectfrilly moves for an injunction preserving 
the status quo and staying all ondansetron tablet approvals pending an appeal of this matter to the 
D.C. Circuit, in order to prevent devastating and irreparable harm to Apotex. The grounds for 
this motion are frilly set forth in the accompanying memorandum. Declaration of Arthur Y. 
Tsien, and Declaration of Tammy Mclntire, filed contemporaneously herewith. 

As indicated in the accompanying Certification pursuant to Local Civil Rule 
65.1(a), in advance of this filing, Apotex informed Federal Defendants of its intention to seek a 
temporary restraining order and/or preliminary injunction in this matter, as well as the time of the 
making of the application, and has provided the Federal Defendants with copies of this mofion 
and all supporting papers, including the proposed order. The Federal Defendants have declined 
to consent to entry of the requested temporary restraining order and/or preliminary injunction, 
and consultafion pursuant to Local Civil Rule 7(m) has failed to narrow the areas of 
disagreement. 



Case 1 :06-cv-01 890-RMC Document 3 Filed 1 1/06/2006 Page 3 of 3 



Dated: November 6, 2006. 



Respectfully submitted, 
APOTEX INC. 



By: 




Arthur Y. Tsien, D.C. Bif No. 411579 

OLSSON, FRANK AND WEED A, P.C. 

1400 16th Street, N.W., Suite 400 

Washington, D.C. 20036-2220 

(202)789-1212 

(202) 234-3550 (facsimile) 



Counsel for Apotex Inc. 



Of Ccimsel : 

William A. Rakoczy, D.C. Bar No. 489082 

Christine J. Siwik 

Alice L. Riechers 

RAKOCZY MOLINO MAZZOCHI SIWIK LLP 

6 West Hubbard Street, Suite 500 

Chicago, Illinois 60610 

(312)222-6301 

(312)222-6321 (facsimile) 

Counsel for Apotex Inc. 
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Apotex respectfully submits this memorandum in support of its motion for a 
temporary restraining order and/or preliminary injunction requiring FDA to: (a) set aside its 
November 3, 2006 administrative decision as arbitrary, capricious, and contrary to law; 
(b) refrain from awarding 180-day exclusivity for ondansetron tablets to the owner of any 
abbreviated new drug application ("ANDA") for that product; (c) approve Apotex's ondansetron 
tablet ANDA on December 24, 2006 without delay due to any generic exclusivity awarded 
pursuant to 21 U.S.C. § 355G)(5)(B)(iv); and (d) refrain from approving any other ondansetron 
tablet ANDA until this determination is made and final approval is granted to Apotex. In the 
event the Court denies such relief, Apotex respectfully moves for an injimction preserving the 
status quo and staying all ondansetron tablet ANDA approvals pending an appeal of this matter 
to the D.C. Circuit, in order to prevent devastating and irreparable harm to Apotex. 

INTRODUCTION 

The only remaining exclusivity for ondansetron hydrochloride tablets expires on 
December 24, 2006. At that point, Apotex and all other eligible ANDA applicants have the legal 
right to begin marketmg their respective generic ondansetron tablet products. But this will not 
happen because FDA has adopted an unlawful interpretation of the Federal Food, Drug, and 
Cosmetic Act ("FFDCA") - one that will deny Apotex access to the market and award another 
ANDA applicant a 180-day period of generic marketing exclusivity to which that company is not 
entitled. 

In addition to filing a paragraph III certification to GlaxoSmithKline's ("GSK") 
U.S. Patent No. 4,753,789 ("the '789 patent"), Apotex and other companies also submitted 
paragraph IV certifications to another GSK patent, U.S. Patent No. 5,344,658 ("the '658 
patent"). By submitting a paragraph IV certification, Apotex and the other applicants indicated 
their intent to begin marketing their respective generic products prior to expiration of the '658 
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patent. Under the Hatch- Waxman Amendments to the FFDCA, the first company to submit a 
paragraph IV certification obtains the right to 180 days of generic marketing exclusivity for its 
generic ondansetron product, pursuant to 21 U.S.C. § 355(j)(5)(B)(iv). Significantly, however, 
the statute does not guarantee that such a company will be able to market its generic product 
during this 180-day period. Indeed, the generic exclusivity period can, and has, expired before 
the so-called "first-filer" began marketing its generic. This is one such case. 

Under 21 U.S.C. § 355(j)(5)(B)(iv)(II), the start of the 180-day generic 
exclusivity period is triggered by "a decision of a court . . . holding the patent which is the 
subject of the certification to be invalid or not infringed." Here, any generic exclusivity 
attaching to the '658 patent expired long ago, as a result of a district court order ending GSK's 
patent infiringement case against Apotex based upon GSK's express concession that Apotex's 
ANDA products do not infrmge any claim of the '658 patent. More specifically, GSK sued 
Apotex for allegedly infi-inging the '658 patent. But as the litigation progressed, GSK realized 
that Apotex's ANDA products do not, in fact, infringe that patent. GSK provided Apotex with a 
covenant not to sue on the '658 patent and the district court entered a dismissal order based on 
GSK's express concession that Apotex's ANDA products do not infringe the '658 patent. The 
patent court's May 25, 2005 order constitutes a triggering court decision under 
§ 355(j)(5)(B)(iv)(II) and, consequently, any 180-day exclusivity with respect to the '658 patent 
expired no later than December 20, 2005. 

Because FDA cannot lawIuUy withhold final approval of Apotex's ANDA based 
upon any generic exclusivity period awarded under § 355(j)(5)(B)(iv), its refusal to grant that 
approval upon expiration of the '789 patent is arbitrary and capricious and contrary to law, and 
thus cannot stand. As a resuU, Apotex has demonstrated a strong likelihood of success on the 
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merits. At the very least, Apotex has demonstrated that an injunction temporarily preserving the 

status quo until the merits of FDA's position can be fully briefed and heard should be issued. 

This is particularly true in light of the fact that Apotex has suffered, and will continue to suffer, 

irreparable harm absent the requested injunctive relief, while FDA will not suffer any harm if the 

requested relief is granted. And, of course, the public plainly benefits from full generic 

competition as quickly as possible. This Court should, therefore, enter an order providing 

Apotex with immediate injunctive relief sought herein. 

BACKGROUND 
I. Statutory Background. 

This action arises under the 1984 Hatch-Waxman Amendments, which amended 

the FFDCA and the patent laws "to get generic drugs into the hands of patients at reasonable 

prices-fast." In re Barr Labs., 930 F.2d 72, 76 (D.C. Cir. 1991). 

A. Brand Drugs - NDAs. 

A company that seeks to sell a new drug must file with FDA a New Drug 
Application CNDA"). The applicant must include in its NDA, inter alia, technical data on the 
composition of the drug, the means for manufacturing it, clinical trial resuUs establishing its 
safety and effectiveness, and labeling describing the use for which approval is requested. See 21 
U.S.C. § 355(b)(1). The applicant also must submit information to FDA with respect to any 
patent that "claims the drug for which the application was submitted or which claims a method of 
using such drug . . . ." 21 U.S.C. § 355(c)(2); see also id. § 355(b)(1). FDA pubhshes all such 
patent information in the "Orange Book." See 21 C.F.R. § 314.53(e). 

B. Generic Drugs - ANDAs. 

Before 1984, a company seeking to market a generic version of an FDA-approved 
drug had to complete expensive and time-consuming safety and efficacy studies on the drug, 



Case 1:06-cv-01890-RMC Document 3-2 Filed 11/06/2006 Page 10 of 38 

even though the NDA-holder already had established the drug's safety and efficacy. See 
SmithKline Beecham Corp. v. Apotex Corp., 247 F. Supp. 2d 1011, 1018 (N.D. 111. 2003). In 
1984, Congress simplified the procedure for obtaining approval of generic drugs with the Hatch- 
Waxman Amendments to the FFDCA. Under Hatch- Waxman, "an abbreviated new drug 
application ["ANDA"] process allows applicants ... to proceed more quickly to the 
marketplace." TevaPharms. USA v. FDA, 182 F.3d 1003, 1004 (D.C. Cir. 1999) ('Teva/'). 

An ANDA applicant must establish that its generic drug product is bioequivalent 
to the NDA drug. See 21 U.S.C. § 355(j)(2)(A). The ANDA also must include a "certification" 
to any properly- listed Orange Book patents. See 21 U.S.C. § 355(j)(2)(A)(vii). The statute 
provides four certification options, of which only two are relevant here: the so-called "paragraph 
III" certification, where the applicant seeks approval upon patent expiration, and the so-called 
"paragraph IV" certification, where the applicant seeks immediate approval because the listed 
patent is invalid and/or not infringed by the proposed ANDA product. Id. 

The timing of ANDA approval is tied to the type of certification contained in the 
ANDA. The statute mandates that the Agency "shall" approve a paragraph III ANDA on the 
date set forth in the certification, i.e., on the date that the relevant patent expires. See id. 
§ 355(j)(5)(B)(ii). For paragraph IV ANDAs, the timing of approval depends upon two things. 

First, the timing of approval depends upon whether the brand company brings an 
infringement action within 45 days of learning of the paragraph IV ANDA filing. More 
specifically, where an ANDA applicant submits a paragraph IV certification, it must notify the 
patentee and NDA-holder of the factual and legal bases for that certification. See id. 
§ 355G)(2)(B). If the patentee or NDA-holder does not bring smt against the ANDA applicant 
within 45 days of receiving the notice letter, the statute mandates that FDA "shall" approve the 
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ANDA immediately, once FDA's approval requirements have been satisfied. See id. 
§ 355G)(5)(B)(iii). If, however, the brand company brings suit within 45-days, FDA "shall" 
approve the ANDA immediately upon expiration of the 30-month stay referenced in the statute. 
See id. The 30-month statutory stay period is, however, immediately terminated if the court 
finds that patent-in-suit to be invalid or not infi-inged prior to expiration of that automatic stay 
period: 

(I) if before the expiration of such [30-month] period the district court decides 
that the patent is invalid or not infi-inged (including any substantive 
determination that there is no cause of action for patent infringement or 
invalidity), the approval shall be made effective on~ 

(aa) the date on which the court enters judgment reflecting the decision; or 

(bb) the date of a settlement order or consent decree signed and entered by 
the court stating that the patent that is the subject of the certification is 
invalid or not infringed; 

21 U.S.C. § 355(i)(5)(B)(iii)a) (2004).^ 

Second, the timing of approval for paragraph IV ANDAs also depends upon 

whether the company seeking approval filed the first paragraph IV ANDA. As discussed below, 

the first company to file an ANDA containing a paragraph IV certification to a listed patent 

obtains 180 days of generic marketing exclusivity.^ 



In 2003, Congress amended the FFDCA. See Medicare Prescription Drug, Improvement, and 
Modernization Act of 2003, Pub. L. No. 108-703, 117 Stat. 2066 (2003) ("the MMA"). Under 
§ 1101(c)(1), the statutory language quoted herein controls approval of Apotex's ANDA See 
Pub. L. No. 108-173 § 1101(c)(1), 117 Stat. 2006, 2460 (2003). 

If an ANDA contains multiple patent certifications, FDA evaluates each patent certification 
separately. See 21 U.S.C. § 3550)(5)(B) (introductory sentence). ANDA approval is effective 
on the latest date, in light of the relevant patent certifications. See id. 
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C. 180-Day Generic Marketing Exclusivity. 

Congress created the 180-day generic marketing exclusivity period by preventing 
FDA from approving competing generic products until 180 days after the earlier of two so-called 
"triggering" events; 

(iv) If the application contains a certification described in subclause (IV) 
of paragraph (2)(A)(vii) and is for a drug for which a previous application 
has been submitted imder this subsection continuing [sic] such a 
certification, the application shall be made effective not earlier than one 
hundred and eighty days after^ 

(I) the date the Secretary receives notice from the applicant under 
the previous application of the first commercial marketing of the 
drug under the previous application, or 

(II) the date of a decision of a court in an action described in clause 
(Hi) holding the patent which is the subject of the certification to 
be invalid or not infringed. 

21 U.S.C. § 355Q)(5)(B)(iv) (2002) (emphasis added).^ In other words, 180-day exclusivity is 

triggered by the earlier of: (1) the first-filer's commercial marketing ("the commercial 

marketing trigger"); or (2) relevant to this case, a final, unappealable court decision that the 

patent is invalid or not infringed ("the court decision trigger"). M"* 

Significantly, while Congress created the 180-day exclusivity period to encourage 

challenges to brand-name drug patents, it never intended first-filers to delay all subsequent 

generic entrants indefmitely. See Minn. Mining & Mfg. Co. v. Barr Labs.. Inc., 289 F.3d 775, 

780 (Fed. Cir. 2002) ("5Af'). Accordingly, courts have interpreted the court decision trigger 

broadly. See id. at 786 (Gajarsa, J., concurring). For instance, the court decision trigger includes 



The first paragraph IV ANDA for ondansetron tablets was filed prior to the December 8, 2003 
enactment of the MMA. Accordingly, the cited statutory language governs in this case. 

Under Title XI of the MMA, which in relevant part amended the FFDCA for all pending 
AND As, a triggering court decision must be a final decision from which no appeal has been or 
can be taken. See Pub. L. No. 108-173, § 1 102(b)(3), 1 17 Stat. 2066, 2460 (2003). 
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any court decision on tlie patent tliat is the subject of the paragraph IV certification, regardless of 
whether the first paragraph IV filer is involved in that particular litigation. See Granutec, Inc. v. 
Shalala, 139 F.3d 889, 1998 WL 153410, at *5 (4th Cir. Apr. 3, 1998) (finding exclusivity 
triggered by a court decision involving a subsequent applicant); see also 3M, 289 F.3d at 780 
(same); leva I, 182 F.3d at 1005 n.3 (same). The court decision trigger also encompasses a 
broad spectrum of decisions, uicluding decisions of patent unenforceability, despite the absence 
of this ground in the express language of the statute (Teva /, 182 F.3d at 1009), and grants of 
partial summary judgment based on the patent holder's admission of non-infi-ingement (id at 
1010; Granutec, 1998 WL 153410, at *5). 

D. FDA's April 11, 2006 Administrative Ruling Interpreting The Court Decision 
Trigger Of § 355a)(5)(B)(iv)(II). 

The proper interpretation of the court decision trigger has been the subject of 
much litigation over the years. See Teva /, 182 F.3d 1003; Teva Pharms. USA, Inc. v. FDA, No. 
99-67, 1999 WL 1042743, at *7 (D.D.C. Aug. 19, 1999) {''Teva I RemandJ, Teva Pharms. USA, 
Inc. V. FDA, 254 F.3d 316, 2000 WL 1838303, at +2 (D.C. Cir. Nov. 15, 2000) CTeva IF'); Teva 
Pharms. USA, Inc. v. FDA, 441 F.3d 1 (D.C. Cir. 2006) C'Teva Iir); Apotex, Inc. v. FDA, 449 
F.3d 1249 (D.C. Cir. 2006). While litigation on this issue stretches back nearly seven years, 
FDA did not issue a written administrative interpretation of the court decision trigger until April 
1 1 , 2006. {See Tsien Decl. Ex. A, 4/1 1/06 FDA Letter to Apotex. Corp.).^ Each of these rulings 
considered whether an order issued in a declaratory judgment suit, brought by the ANDA 
applicant against the brand company, constituted a triggering court decision under 
§ 355(j)(5)(B)(iv)(II). None specifically considered the impact of an order issued in a patent 
infringement action brought by the brand company against a paragraph IV ANDA applicant. 

All references to "Tsien Decl." are to the Declaration of Arthur Y. Tsien, submitted 
concurrently herewith. 

7 
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Nevertheless, as discussed infra, FDA apparently believes that its April 11, 2006 ruling has 
relevance to the instant dispute.^ 

According to FDA, it interprets "the court decision trigger provision to require a 
decision of a court that on its face evidences a holding on the merits that a patent is invalid, not 
infringed, or unenforceable." {Id. at 6 (emphasis in original)). This interpretation, FDA claims, 
"follows most readily from the statutory language." {Id.). FDA apparently relies on Black's 
Law Dictionary definitions of the term "holding" as a "court's determination of a matter of law 
pivotal to its decision; a principal drawn from such a decision," and the term "merits" as the 
"elements or grounds of a claim or defense; the substantive considerations to be taken into 
account in deciding a case, as opposed to extraneous or technical points." {Id. at 7 (citing 
Black's Law Dictionary at 737, 1003 (7th ed. 1999))). Based on these definitions, FDA 
concludes that "[ujnder the agency's interpretation, in the court decision trigger context, the 
holding must be evidenced by a statement on the face of the court's decision demonstrating that 
the court has made a determination on the merits of patent invalidity, noninfringement, or 
unenforceability." {Id. at 7). 
II. Factual Background. 

A. The Reference-Listed Drug And Orange Book Patents. 

The reference-listed drug upon which Apotex based its ANDA is GSK's 
prescription drug Zofran® (ondansetron hydrochloride) Tablets 4 mg, 8 mg, and 24 mg. FDA 



Apotex challenged the lawfrilness of FDA's April 11, 2006 administrative ruling in connection 
with the drug pravastatin. The district court denied Apotex's motion for preliminary injunctive 
relief and the D.C. Circmt affirmed that denial. See Apotex, 449 F.3d 1249. Because the generic 
exclusivity period at issue in that case was set to expire as to all but one of strength of the 
product at issue, Apotex dismissed claims as to those strengths with prejudice. Apotex dismissed 
its claims as to the 80 mg strength of pravastatin without prejudice because Apotex continues to 
believe that FDA's ruling sets forth an improper and unlawfrilly narrow interpretation of the 
court decision trigger. 
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first approved that drug under NDA No. 20-103 on December 31, 1992. GSK has submitted 
information on four patents for listing in the Orange Book in connection with its NDA No. 20- 
103: 

• U.S. Patent No. 4,695,578, which expired on January 25, 2005 (with pediatric 
exclusivity expired on July 25, 2005); 

• U.S. Patent No. 5,578,628, which expired on February 16, 2005 (with pediatric 
exclusivity expired on August 16, 2005); 

• U.S. Patent No. 4,753,789, which expired on June 24, 2006 (with pediatric 
exclusivity expiring on December 24, 2006); and 

• U.S. Patent No. 5,344,658, which expires on September 6, 2011 (with pediatric 
exclusivity expiring on March 6, 2012). 

(Tsien Decl. Ex. B, 8/3 1/05 Letter from Apotex to FDA, at 3 (emphasis added)). 

B. Apotex's ANDA No. 77-306 For Ondansetron Hydrochloride Tablets 4 mg 
And 8 mg. 

On September 30, 2004, Apotex submitted ANDA No. 77-306 for generic 

ondansetron hydrochloride tablets 4 mg and 8 mg. {Id.). For all tablet strengths, Apotex's 

ANDA contains a paragraph III certification to the '578, '628, and '789 patents, thus signifying 

that Apotex does not intend to market its ondansetron hydrochloride products until after the 

expiration of those patents and their corresponding pediatric exclusivities. {Id.). Apotex 

submitted a paragraph IV certification to the '658 patent. {Id.). As required by 21 U.S.C. 

§ 355G)(2)(B), Apotex provided the requisite notice of hs ANDA and paragraph IV certification, 

together with the factual and legal bases for that certification, to GSK. {Id.). 

C. Other Ondansetron Hydrochloride ANDAs. 

Based on publicly-available information, other appUcants apparently have 
submitted ANDAs for ondansetron hydrochloride tablets with paragraph IV certifications to 
some or all of the listed patents in the Orange Book. {Id.). From publicly-available information. 
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FDA apparently considers Dr. Reddy's Laboratories ("DRL") to be the first company to submit a 
paragrapii IV ANDA for the 4 mg, 8 mg, and 24 mg strength ondansetron hydrochloride tablets 
to all four of the Orange-Book listed patents.' (Id at 3-4). As a result of its paragraph IV 
ANDA submission, FDA considers DRL to be eligible for 180-day exclusivity periods for those 
drug products pursuant to 21 U.S.C. § 355(j)(5)(B)(iv). (Id. at 4). 

D. Apotex Obtains A "Decision Of A Court" That Triggers Any 180-Day 
Exclusivity For Ondansetron Hydrochloride Tablets With Respect To The 
*658 Patent. 

On January 14, 2005, after receiving Apotex's statutorily-required notice letter, 
GSK filed an action against Apotex in the U.S. District Court for the District of New Jersey, 
pursuant to 21 U.S.C. § 3550) and 35 U.S.C. § 27L (Id at Ex. A thereto). GSK's complaint 
alleged that Apotex's ANDA products would, if marketed, infiringe the '658 patent. On March 
22, 2005, Apotex answered GSK's complaint and counterclaimed for invalidity and non- 
infringement of the '658 patent. (Id at Ex. B thereto). On April 11, 2005, GSK responded to 
Apotex's counterclaims by denying invalidity and non-infringement. (Id. at Ex. C thereto). 

At some point during the litigation, GSK concluded that Apotex's ANDA 
products would not infringe the '658 patent. After being apprised of GSK's position, the parties 
entered into a Covenant Not to Sue and Stipulation of Non-Infringement. (Id. at Ex. D thereto). 
In light of GSK's express concession of non-infringement, the parties submitted to the court 
hearing GSK's infringement case an order of dismissal with prejudice. That dismissal order 
provides, in pertinent part: 



Apotex believes, from public statements, that FDA considers DRL to be the first-filer for 
ondansetron tablets. Whether some other company turns out to have filed the first paragraph IV 
ANDA is irrelevant to the legal issue presented here because the Agency does not consider 
Apotex to be the first-filer. Consequently, absent relief from this Court, FDA will unlawfrilly 
withhold final approval of Apotex's ANDA, thus giving another company an improper 
marketing advantage. 
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Pursuant to the parties' Covenant Not to Sue and Stipulation of Non- 
infringement (the "Agreement"), incorporated by reference herein, the parties, 
by their undersigned attorneys, stipulate and agree to the dismissal of this action 
with prejudice, as follows: 

WHEREAS, pursuant to the Agreement, Plaintiffs Glaxo Group Limited and 
SmithKline Beecham Corporation (collectively "GlaxoSmithKline") stipulate 
and agree that the ondansetron hydrochloride tablets that are the subject of and 
described in Apotex Inc.'s ANDA No. 77-306 do not infringe, and if 
imported, manufactured, used, sold or offered for sale in the United States 
would not infringe, any claim of GlaxoSmithKline 's U.S. Patent No. 
5,344,658 C'the *6 58 patent"); and 

WHEREAS, GlaxoSmithKline has represented that it will not sue Apotex for 
infringement of the '658 patent based on the importation, manufacture, use, 
sale or offer for sale of ondansetron hydrochloride tablets that are the subject 
of and described in ANDA No. 77-306; 

* * * 

THEREFORE based on the referenced Agreement, the parties, by their 
undersigned attorneys, hereby stipulate and agree to the dismissal of the 
parties' respective claims and counterclaims with prejudice. 

{Id. at Ex. E thereto (emphasis added)). By June 24, 2005, the court's May 25, 2005 Order 

became a final decision from which no appeal has been, or can be, taken. On June 1, 2005, in 

accordance with 21 C.F.R. § 314.107(e), Apotex submitted a copy of this decision to FDA. 

The court's order triggered any exclusivity for ondansetron hydrochloride tablets 

arising out of the '658 patent. Consequently, such exclusivity expired no later than December 

20, 2005, thus leaving no barrier to final approval for Apotex upon expiration of the pediatric 

exclusivity period for the '789 patent. 

E. FDA's Unlawful Refusal To Find That Generic Exclusivity For Ondansetron 
Tablets Has Expired. 

On August 31, 2005, Apotex sent a letter to FDA seeking confirmation that the 

May 25, 2005 Order triggered any 180-day generic exclusivity that would be awarded for 

ondansetron, and that Apotex's ANDA No. 77-306 would be eligible for final approval on 

December 24, 2006, upon expiration of the pediatric exclusivity for the '789 patent. (Tsien Decl. 
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Ex. B). FDA never responded to Apotex's August 31, 2005 letter, which Apotex re-sent to the 
Agency in December 2005. 

On August 29, 2006, or almost one full year after its initial letter, Apotex sent 
another letter to FDA, again seeking confirmation that the May 25, 2005 Order triggered any 
180-day exclusivity that would be awarded for ondansetron, and that Apotex's ANDA No. 77- 
306 would be eligible for final approval on December 24, 2006, upon expiration of the pediatric 
exclusivity for the '789 patent. (Tsien Decl. Ex. C). Apotex requested the courtesy of a 
response from the Agency no later than September 14, 2006, given the upcoming expiration of 
pediatric exclusivity for the '789 patent. FDA did not respond by this date. Apotex re-sent its 
August 29, 2006 letter to the Agency on September 23, 2006. 

During late September and the month of October, Apotex had numerous oral 
discussions with FDA regarding Apotex's request for approval. FDA, however, refuses to 
properly apply the law. On November 3, 2006, FDA sent Apotex's counsel a letter in which the 
Agency refused to recognize the May 2005 GSK order as a triggering court decision. {See Tsien 
Decl. Ex. L, 1 1/3/06 FDA Letter). FDA's letter fails to mention, let alone substantively address, 
many of the arguments that Apotex made in support of its request for final approval. As 
discussed below, that letter ruling cannot lawfully stand because, inter alia, it runs afoul of the 
plain language of the statute, runs contrary to Congress' express intent, and leads to absurd 
results that Congress never intended. 

If FDA issues final approval that permits DRL (and/or other ANDA applicants) to 
launch generic ondansetron tablet products with 180-day generic exclusivity, Apotex will suffer 
further, substantial and irreparable harm. Because any such result would be arbitrary, capricious 
and contrary to law, this Court should grant the requested injunctive relief. 
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ARGUMENT 

Courts must weigh four factors in deciding whether to grant a preliminary 
injunction or temporary restraining order: (1) the prospect of irreparable injury to the moving 
party if relief is withheld; (2) the possibility of harm to other parties if relief is granted; (3) the 
likelihood that the moving party will prevail on the merits; and (4) the public interest. See Mova 
Pharm. Corp. v. Shalala, 140 F.3d 1060, 1066 (D.C. Cir. 1998); Raymen v. United Senior Ass 'n. 
No. 05-486(RBW), 2005 WL 607916, at *2 (D.D.C. Mar. 16, 2005) (granting temporary 
restraining order). The movant "need not prevail on each factor in order to receive injunctive 
relief" Raymen, 2005 WL 607916, at *2. "Rather ... the factors must be viewed as a 
continuum, with more of one factor compensating for less of another. If the arguments for one 
factor are particularly strong, an injunction may issue even if the arguments in other areas are 
rather weak." Blackman v. District of Columbia, 111 F. Supp. 2d 71, 77-78 (D.D.C. 2003) 
(internal quotations and citation omitted) (granting preliminary injunction). 

"[IJssuing an injunction may be justified 'where there is a particularly strong 
likelihood of success on the merits even if there is a relatively slight showing of irreparable 
injury.'" Raymen, 2005 WL 607916, at *2 (quoting Blackman, 111 F. Supp. 2d at 78). 
Moreover, "[i]n cases that raise questions Agoing to the merits so serious, substantial, difficult 
and doubtful, as to make them fair ground ... for more deliberative investigation,' . . . courts 
should eschew an 'exaggeratedly refined analysis of the merits at an early stage in the 
litigation.'" Omar v. Harvey, 416 F. Supp. 2d 19, 22 (D.D.C. 2006) (quoting Wash. Metro. Area 
Transit Comm 'n v. Holiday Tours, Inc., 559 F.2d 841, 844 (D.C. Cir. 1977)). 

Apotex satisfies this standard. Apotex indisputably will be irreparably harmed if 
another company is allowed a 180-day head-start in the ondansetron tablet market; the balance of 
harms tips decidedly in favor of granting injunctive relief; Apotex has a strong likelihood of 

13 
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prevailing on the merits; and the public will benefit from an order that allows for faithful 
application of the laws and full generic competition, as Congress intended. Consequently, this 
Court should enter an order granting Apotex the injunctive relief sought herein. 
I. The Harm To Apotex Is Substantial And Irreparable. 

As an initial matter, the contmued harm to Apotex could not be more substantial 
or imminent. FDA cannot seriously argue otherwise. 

FDA's November 3 administrative ruling refuses to acknowledge that the Order 
ending GSK's patent infringement suit against Apotex triggered any generic exclusivity that 
would be awarded for ondansetron tablets. As a resuh, the Agency unlawfully will allow DRL 
(and/or other ANDA applicants) to receive final ANDA approval when the pediatric exclusivity 
for the '789 patent expires on December 24, 2006. If given this head start, DRL will have the 
opportunity to tie up distribution channels and access to customers; enter into long-term sales 
agreements; increase sales across all product lines; and retain greater market share in the long- 
term. {See Tsien Deck Ex. D, Mclntire Deck Tlt4, 16, 21).^ Apotex, on the other hand, will 
forever lose the opportunity to effectively compete in the lucrative ondansetron market. {Id. 
t1f5-6, 16-18, 20-21). Thus, absent emergency injunctive relief, FDA's actions will deny 
Apotex access to the market, thus causing Apotex irretrievable financial losses and other 
unquantifiable harm, even if it ultimately prevails in this acfion. As the D.C. Circuit found in 
Teva /, this alone constitutes irreparable harm. 182 F.3d at 1012 n.8; see also Mova, 140 F.3d at 
1066 n.6. 

Apotex conservatively estimates that an unwarranted 180-day head start for DRL 
would resuh in over $11.7 million in lost sales for Apotex in the first year alone. (Tsien Decl. 



Q 

AH references to "Mclntire Decl." are to the Declaration of Tammy Mclntire, submitted 
concurrently herewith as Exhibit D to the Tsien Declaration. 



14 



Case 1:06-cv-01890-RMC Document 3-2 Filed 11/06/2006 Page 21 of 38 

Ex. D, Mclntire Decl. fl 17-18, 22). Even if Apotex ultimately were to prevail in this case, the 

harm will have been done - Apotex will never be able to recover hs development and 

manufacturing costs, not to mention its lost revenues, profits, and market share. {Id. fl 9, 16, 19- 

20). In short, Apotex's ondansetron products will be a total and unrecoverable loss. 

In addition, Apotex will suffer unquantifiable, intangible losses for ondansetron 

and other product lines. Apotex, for example, will lose critical access to major customers and 

the opportunity for long-term contracts. {Id. fl 4-5, 22-24.) These losses, in turn, would 

adversely affect Apotex's sales opportunities across all of its product lines. {Id.) Such lost 

opportunities would continue to harm Apotex long after DRL's exclusivity expires. {Id. ^|6, 

21-23). Such losses are irreparable in every sense of the term and thus warrant emergency 

injunctive relief. See Teva /, 182 F.3d at 101 1 n.8. Apotex, therefore, has satisfied its burden of 

establishing the existence of irreparable harm absent immediate injunctive relief. 

11. The Balance Of Harms Tips Decidedly In Favor Of Granting Immediate Injunctive 
Relief. 

FDA admittedly has no commercial stake in the outcome of this dispute. 
Moreover, as a governmental agency, FDA's interests are aligned with the public's interest 
which, as discussed below, strongly favors injunctive relief. Yet, absent injunctive relief, Apotex 
stands to lose millions of dollars, goodwill with its customers, and other significant tangible and 
intangible benefits. As a result, the balance of harms tips decidedly in favor of granting 
Apotex's request for a temporary restraining order and/or preliminary injunction. See Mova, 140 
F.3datl066. 

HI. Apotex Has A Substantial Likelihood Of Succeeding On The Merits Of Its Claims. 

FDA refuses to approve Apotex's ondansetron tablet ANDA on the ground that 
the Order ending GSK's patent infringement case does not satisfy the court decision trigger 
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provision of § 355(j)(5)(B)(iv)(IIX as FDA interprets that provision in its April 11, 2006 letter 
ruling. (See Tsien Decl. Ex. L). FDA's decision is arbitrary, capricious and contrary to law. As 
such, it cannot stand. 

A. The Order Ending GSK's Patent Infringement Suit Against Apotex, Based 
Upon GSK's Express Concession Of Non-Infringement, Is A "Court 
Decision" Under § 3550)(5)(B)(iv)(II). 

Contrary to FDA's November 3 letter ruling, the May 2005 GSK Order qualifies 
as a triggering court decision under the Agency's April 11, 2006 interpretation of that statutory 
provision. As such, the Agency cannot lawfully refuse to approve Apotex's ANDA upon 
expiration of GSK's pediatric exclusivity on the '789 patent. 

FDA's April 11, 2006 interpretation of the court decision trigger stated that the 
Agency will not look to the preclusive effect that a particular court ruling might have when 
deciding whether an order is sufficient to trigger the 180-day exclusivity period pursuant to 21 
U.S.C. § 355G)(5)(B)(iv)(II). (Tsien Decl Ex. A). In the words of the D.C. Circuit: "the 
agency will never look beyond the face of a court order to ascertain whether it qualified as a 
triggering court decision." Apotex, 449 F.3d at 1250. Rather, the Agency will only look to the 
face of the order to see if it expressly states that the patent at issue is invalid, unenforceable, 
and/or not infringed. (See Tsien Decl. Ex. A at 2). See also Apotex, 449 F.3d at 1250. Even 
under this unduly restrictive view of the court decision trigger, the May 25, 2005 Order in GIcdco 
Group Ltd. et al v. Apotex Inc. , No. 05-307 (D.N.J.), qualifies as a triggering court decision.^ 

GSK's patent litigation against Apotex did not start as a declaratory judgment 
action by an ANDA applicant against the patentee, nor did it end with a dismissal for lack of 



As previously noted, Apotex vigorously disputes the legality of FDA's April 11, 2006 
administrative ruling, which unlawfully restricts what types of orders are sufficient to trigger the 
start of the 180-day exclusivity period under 21 U.S.C. § 355(j)(5)(B)(iv)(II). For present 
purposes only, Apotex applies that decision to the facts of 180-day generic exclusivity for 
ondansetron tablets AND As. 
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subject matter jurisdiction. Instead, GSK sued Apotex for patent infringement within 45 days of 

receiving Apotex's notice letter on the '658 patent. During the course of that litigation - 

litigation which triggered an automatic 30-month stay of Apotex's ANDA approval - GSK 

concluded Apotex's ANDA products would not infringe the '658 patent. GSK thus offered 

Apotex a covenant not to sue and the parties subsequently executed a Covenant Not to Sue and 

Stipulation of Non-Infringement. (Tsien Decl. Ex. B, Exs. D and E thereto). On May 24, 2005, 

the district court presiding over GSK's infringement case signed and "so ordered" a dismissal 

with prejudice expressly acknowledging that Apotex's ANDA products do not infringe the '658 

patent. That dismissal order provides, again, in pertinent part: 

Pursuant to the parties' Covenant Not to Sue and Stipulation of Non- 
infringement (the "Agreement"), incorporated by reference herein, the parties, 
by their undersigned attorneys, stipulate and agree to the dismissal of this action 
with prejudice, as follows: 

WHEREAS, pursuant to the Agreement, Plaintiffs Glaxo Group Limited and 
SmithKline Beecham Corporation (collectively "Glaxo SmithKline") stipulate 
and agree that the ondansetron hydrochloride tablets that are the subject of and 
described in Apotex Inc.'s ANDA No. 77-306 do not infringe, and if 
imported, manufacttired, used, sold or offered for sale in the United States 
would not infringe, any claim of GlaxoSmithKline's U.S, Patent No. 
5,344,658 ("the '658 patent")- and 

WHEREAS, GlaxoSmithKline has represented that it will not sue Apotex for 
infringement of the * 658 patent based on the importation, manufacture, use, 
sale or offer for sale of ondansetron hydrochloride tablets that are the subject 
of and described in ANDA No. 77-306; 



* * * 



THEREFORE based on the referenced Agreement, the parties, by their 
undersigned attorneys, hereby stipulate and agree to the dismissal of the 
parties' respective claims and counterclaims with prejudice. 

(Tsien Decl. Ex. B, Ex. E thereto (emphasis added)). The district court entered the order on May 
25, 2005. By June 24, 2005, that Order became a final decision from which no appeal has been, 
or can be, taken. 
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Even if FDA "never look[s] beyond the face of a court order to ascertain whether 
it quaUfie[s] as a triggering court decision" {Apotex, 449 F.3d at 1250), any exclusivity with 
respect to the '658 patent has been triggered and expired long ago because that Order, on its face, 
states: 

• that "the ondansetron hydrochloride tablets that are the subject of and 
described in Apotex Inc.'s ANDA No. 77-306 do not infringe'' the 
'658 patent"; 

• that "the ondansetron hydrochloride tablets that are the subject of and 
described in Apotex Inc.'s ANDA No. 77-306 ... if imported, 
manufactured, used, sold or offered for sale in the United States would 
not infringe^ any claim of [the '658 patentf; 

• that GSK gave Apotex a "Covenant Not to Sue and Stipulation of 
Non-Infnngemenf\ which was incorporated by referenced into the 
May 2005 Order; 

• that "[GSK] has represented that // will not sue Apotex for 
infringement of the '658 patent"; and 

• that, based on GSK's concession of non-infringement, the court 
dismissed GSK's infringement claims against Apotex ''with 
prejudice". 

(Tsien Decl. Ex. B, Ex. E thereto (emphasis added)). Again, the district court signed and "so 
ordered" these findings. 

Accordingly, under the Agency's own April 1 1, 2006 letter ruling, the May 2005 
GSK Order qualifies as a court decision under § 355(j)(5)(B)(iv)(II). FDA's refusal to so find is 
arbitrary and capricious and contrary to law. Apotex has, therefore, demonstrated a substantial 
likelihood of succeeding on the merits of hs challenge to the Agency's decision that approval of 
Apotex's ondansetron tablet ANDA can be withheld as the result of generic exclusivity attaching 
to the '658 patent. 
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B. If The Order Ending GSK's Patent Infringement Suit Against Apotex Does 
Not Qualify As A "Court Decision" Under FDA's April 11, 2006 Letter 
Ruling, The Agency's Ruling Is Impermissible And Must Be Set Aside As 
Unlawful. 

If the May 2005 Order ending GSK's Hatch- Waxman patent infringement suit 

against Apotex does not quaUfy as a "court decision" under FDA's April 11, 2006 letter ruling, 

that ruling is impermissible as applied to the facts of this dispute, and must therefore be set aside, 

along with the November 3 letter ruling challenged here. This necessarily is true for any of the 

independent reasons set forth below. 

1. The May 2005 GSK Order Is As Much A "Merits" Ruling As The 
Granutec Order, Which FDA Found To Be A Triggering Court 
Decision. 

In refusing to recognize the May 2005 GSK Order as a triggering court decision, 
FDA stated: "It is not enough that the order reflects the views and commitments of the parties. 
The court itself has to have made a substantive determination on the merits of the patent claim." 
(Tsien Decl. Ex. L at 4). According to FDA, the May 2005 GSK Order does not reflect a 
substantive determination on the merits of GSK's infringement claim and thus is not a triggering 
court decision {Id.), FDA cannot lawfully take this position, and its decision must be set aside. 
While presented to the patent court in the form of a dismissal order, the May 2005 GSK Order is 
as much of a ruling on the merits of that infringement suit as another order that the Agency 
repeatedly has found to constitute a triggering court decision. Thus, FDA's refrisal to recognize 
the GSK Order as a triggering decision is arbitrary, capricious and contrary to law. 

The Granutec litigation involved an APA action that included a challenge to, 
among other things, FDA's decision to treat the grant of partial summary judgment as a 
triggering court decision even though the first paragraph IV ANDA filer was not a party to that 
litigation. See Granutec, 1998 WL 153410. More specifically, the Agency recognized a grant of 
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partial summary judgment rendered in Glaxo Inc. et al. v. Boehringer Ingelheim et al.. No. 95- 
1342 (D. Conn.) as a triggering court decision and a party challenged that determination. Id at 
*5. FDA prevailed on that issue and, in subsequent APA challenges, has explained why it 
considers the Granutec order to be a triggering court decision. 

According to FDA's April 11, 2006 letter ruling, the Agency treated the Granutec 
order as a triggering court decision because the partial summary judgment order was a "holding 
on the merits of patent noninfringement," calling it "a memorandum decision." (Tsien Deal. Ex. 
A at 12). From FDA's description, this Court might have the impression that this partial 
summary judgment ruling was a long and detailed memorandum opinion, wherein the patent 
court thoroughly and carefiilly analyzed the parties' respective arguments and, after doing so, 
resolved a dispute regarding whether or not the ANDA product infringed the patents at issue. 
Any such impression would, however, be incorrect. The "memorandum decision"/"holding on 
the merits of patent noninfringement" to which FDA refers is a three-sentence order stating, in 
toto, as follows: 

Defendants have moved for partial summary judgment (doc. #135) as to 
Plaintiffs' claim that Defendants' ranitidine hydrochloride product 
infrmges Plamtiffs' patents nos. 4,521,431 (the '431 patent) and 4,672,133 
(the *133 patent). Based on Plaintiffs' express concession that 
Defendants* product does not infringe these patents, Defendants' 
Motion for Partial Summary Judgment on this claim is GRANTED. SO 

ordered:' 

(Tsien Decl. Ex. E, 10/7/96 Order in Glaxo Inc. et al. v. Boehringer Ingelheim et al. No. 95- 
1342 (D. Conn.) (emphasis added) (underiine in original)). Nothing on the face of this order 
indicates that the court made a substantive determination on the merits of the patent claim, or 
conducted any independent analysis of the parties' respective merits positions. Indeed, nothing 
on the face of this order indicates that the court actually carried out any substantive analysis 
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whatsoever of the infringement claim. Just the opposite is true. On its face, the Granutec order 
states that the court based its "holding on the merits," as FDA has deemed it, solely and 
exclusively on the patentee's express concession that the ANDA products did not infringe the 
patents-in-suit 

Thus, nothing on the face of the Granutec order indicates that the court hearing 
that infringement action made any more of a "merits" ruling or rendered any more of a "holding" 
than did the court hearing GSK's patent infringement action against Apotex. Both courts "so 
ordered" their dispositions based solely upon an express concession by the patentee that the 
ANDA product at issue did not infringe the asserted patent. The GSK court "so ordered" the 
dismissal with prejudice based upon the patentee's express concession that "that the ondansetron 
hydrochloride tablets that are the subject of and described in Apotex Inc.'s ANDA No. 77-306 
do not infringe, and if imported, manufactured, used, sold or offered for sale in the United States 
would not infringe, any claim of GlaxoSmithKline*s ['658 patent],'' (Tsien Decl. Ex. B, Ex. E 
thereto (emphasis added)). The Granutec court "so ordered" partial summary judgment solely 
'fbjased on Plaintiffs' express concession that Defendants' product does not infringe these 
patents''. (Tsien Decl. Ex. E (emphasis added) (underline in original)). In short, if the Granutec 
order reflects "a substantive determination on the merits of the patent claim" (Tsien Decl. Ex. L 
at 4), so does the May 2005 GSK Order. And because FDA repeatedly has found the Granutec 
order to constitute a triggering court decision, it must reach the same conclusion with respect to 
the May 2005 GSK Order. To hold otherwise is arbitrary, capricious, and contrary to law. 

During its discussions with FDA, Apotex provided the Agency with a copy of the 
Granutec order and argued, as it does here, that the May 2005 GSK Order is as much a holding- 
on-the-merits as the Granutec order. FDA's November 3 letter ruling does not address this 
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issue, except to call it "not . . . pertinent" to resolving Apotex's request. (Tsien Decl Ex. L at 4 
n.5). The Agency is wrong. Its treatment of the Granutec order is highly pertinent to 
determining whether the May 2005 GSK Order constitutes a triggering court decision, as the 
discussion above amply demonstrates. FDA's refusal to consider this issue when ruling on 
Apotex's request alone renders its November 3 letter ruling arbitrary and capricious. 

The fact is that FDA does not address the Granutec order because it cannot justify 
treating that order as a triggering court decision, while refusing to give the same treatment to the 
May 2005 GSK Order. The Agency cannot justify this inconsistent treatment because no lawful 
reason exists. FDA's failure to treat the GSK Order as a triggering decision is unlawful and 
cannot stand. See Indep. Petroleum Ass 'n of Am. v. Babbitt, 92 F.3d 1248, 1 258 (D.C. Cir. 1 996) 
(stating that an agency must afford similar treatment to comparable cases); El Rio Santa Cruz 
Neighborhood Health Ctr.. Inc. v. HHS, 300 F. Supp. 2d 32, 42 (D.D.C. 2004) (finding HHS's 
denial of coverage was arbitrary and capricious due to agency's inconsistent treatment of 
similarly situated parties); Bracco Diagnostics, Inc. v. Shalala, 963 F. Supp. 20, 27-28 (D.D.C. 
1997) (granting injunctive relief based on FDA's disparate treatment of one product as a device 
and another product as a drug); Bush-Quayle '92 Primary Comm. v. FEC, 104 F.3d 448, 453 
(D.C. Cir. 1997) (stating that should an agency change its course, it "must supply a reasoned 
analysis indicating that prior policies and standards are being deliberately changed, not casually 
ignored") (quoting Greater Boston Tel. Corp. v. FCC, 444 F.2d 841, 852 (D.C. Cir. 1970)); 
Transactive Corp. v. United States, 91 F.3d 232, 237 (D.C. Cir. 1996) (finding Treasury acted 
arbitrarily for not conforming its electronic benefits transfer policies to its existing regulations 
nor offering a 'reasoned analysis' for the difference). 
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2. FDA's Refusal To Recognize The C^A'Order As A "Court Decision" 
Is Inconsistent With The Agency's Treatment Of That Same Order As 
Sufficient To Terminate The 30-Month Stay Of ANDA Approval. 

FDA's refusal to recognize the GSK Order as a triggering court decision also must 
fail because it is inconsistent with the Agency's treatment of that same order as being sufficient 
to terminate the 30-month stay of ANDA approval. Specifically, FDA routinely treats the 
dismissal of a Hatch- Waxman case as sufficient to terminate the 30-month statutory stay under 
§ 355(i)(5)(B)(iii). Given the relevant statutory language, FDA cannot then turn around and 
refuse to find such orders to be sufficient to constitute a triggering court decision. 

As previously discussed, if the brand company/patentee sues a paragraph IV 
ANDA applicant within 45 days of receiving notice of that filing, FDA cannot approve the 
ANDA for 30 months absent a court order otherwise prior to expiration of that automatic stay 
period: 

(I) // before the expiration of such [30-month] period the district court 
decides that the patent is invalid or not infringed (including any substantive 
determination that there is no cause of action for patent infiingement or 
invalidity), the approval shall be made effective on~ 
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FDA simply cannot deny that it treats the dismissal of a Hatch- Waxman case brought by a 
brand/patentee against a paragraph IV ANDA filer to be a court decision sufficient to terminate 
the 30-month stay of ANDA approval, regardless of whether that dismissal is with or without 
prejudice. For example, Organon sued Barr Laboratories for patent infringement after receiving 
Barr's nofice letter in connection with its orally-disintegrating mirtazapine tablet ANDA. 
Organon sued Barr on May 2, 2002, meaning that the 30-month stay of Barr's ANDA approval 
would have run through approximately September 2004. (Tsien Decl. Ex. F at Docket Entry No. 
1). Organon dismissed its infringement claim on April 23, 2003. (Id. at Docket Entry No. 21). 
FDA granted Barr's ANDA products final agency approval on December 17, 2003. (Tsien Decl. 
Ex. G). Thus, FDA necessarily found Organon's dismissal to be sufficient to terminate the 30- 
month stay of Barr's ANDA approval. 

Similarly, on April 15, 2005, Novartis sued Apotex within 45 days of receiving nofice of 
Apotex's paragraph IV ANDA filing for ketotifen fimiarate product. (Tsien Decl. Ex. H at 
Docket Entry No. 1). Novartis dismissed its infiingement against Apotex a few months later, on 
August 16, 2005. (Tsien Decl. Ex. I). FDA approved Apotex's ANDA a few months after that, 
on May 9, 2006. (Tsien Decl. Ex. J). FDA's approval letter expressly states: "As aresuh of the 
dismissal, your ANDA is eligible for frill approval." (Id at 2). The Agency so concluded 
despite the fact that the dismissal order says nothing about non-infringement or invalidity. 
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(aa) the date on which the court enters judgment reflecting the decision; or 

(bb) the date of a settlement order or consent decree signed and entered by 
the court stating that the patent that is the subject of the certification is 
invahd or not infringed; .... 

21 U.S.C. § 355G)(5)(B)(iii)(I) (2004) (emphasis added). The start of the 180-day generic 
exclusivity period is triggered under the court decision trigger on ''the date of a decision of a 
court in an action described in clause (Hi) [Le., § 355(j)(5)(B)(iii)] holding the patent which is 
the subject of the certification to be invalid or not infringed:' 21 U.S.C. § 3550)(5)(B)(iv) 
(2002) (emphasis added). Thus, under the plain language of the statute, a court decision 
sufficient to terminate the 30-month stay under § 355(j)(5)(B)(iii)(I) is necessarily a triggering 
court decision under § 355G)(5)(B)(iv)(II). 

Significantly, FDA refiised to consider this issue when issuing its November 3, 
2006 letter ruling, except to call it "not . . . pertinent" to resolving Apotex's request. (Tsien 
Decl. Ex. L at 4 n.5). But, once again, the Agency is wrong because its interpretation of court 
decisions under § 355(i)(5)(B)(iii) is relevant to its mterpretation of the court decision trigger of 
§ 355(j)(5)(B)(iv) given the controUmg statutory language. Indeed, this is particularly true given 
that FDA itself previously has acknowledged that a court decision that ends the 30-month stay of 
final ANDA approval also triggers 180-day exclusivity where (as here) the court decision has not 
been, or cannot be, appealed: 

Thus, if it is otherwise ready for approval, the ANDA in this question [i.e., an 
ANDA found not to infi-inge by the district court] can be approved at the time of 
the district court's decision. However, ... as a resuh of the MMA, 180-day 
exclusivity for ANDAs filed before December 8, 2003, can now be triggered by a 
court decision only if it is a decision that has not been, or can not be, appealed. 
. . . Before enactment of the MMA, a district court decision finding a listed patent 
invalid or not infi-inged would have both terminated a 30-month stay and, in the 
case of an ANDA that qualified for 180-day exclusivity, triggered the start of such 
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exclusivity as to that patent (if the exclusivity was not already triggered by 
commercial marketing). 

(Tsien Decl. Ex. K at 6, Guidance for Industry: Listed Drugs, 30-Month Stays, and Approval of 
ANDAs and 505(b)(2) Applications Under Hatch-Waxman, as Amended by the Medicare 
Prescription Drug, Improvement, and Modernization Act of 2003: Questions and Answers (Oct. 
2004)). 

Under the plain language of the FFDCA, FDA cannot lawfully treat a dismissal 
order as sufficient to terminate a 30-raonth stay of approval under § 355(j)(5)(B)(iii)(I), but 
insufficient to constitute a triggering court decision under § 355(j)(5)(B)(iv)(II). And the 
Agency simply cannot ignore or otherwise disregard the plain language of the statute at issue in 
this case. See Chevron, U.S.A., Inc. v. Natural Res. Def Council, Inc., 467 U.S. 837, 842-43 
(1984). For this mdependent reason, FDA's refusal to treat the May 2005 GSK Order as a 
triggering court decision is arbitrary, capricious and contrary to law. See id. Thus, Apotex has a 
strong likelihood of succeeding on the merits of its claim because the Agency's April 11 and 
November 3 letter rulings cannot stand. 

3. FDA's Interpretation Is Unreasonable Because It Effectively Nullifies 

The Court Decision Trigger And Gives Brand Companies The Power 
To Manipulate The Hatch- Waxman Process. 

"A cardinal principle of interpretation requires [the courts] to construe a statute so 

that no provision is rendered inoperative or superfluous, void or insignificant." Asiana Airlines 

V. FAA, 134 F.3d 393, 398 (D.C. Cir. 1998) (intemal quotations and citations omitted); see also 

Pub. Citizen Health Research Group v. FDA, 704 F.2d 1280, 1285 (D.C. Cir. 1983) (rejecting 

FDA's interpretation of the Freedom of Information Act for rendering superfluous a major aspect 

of a "companion provision" of the same act); C.F. Comms. Corp. v. FCC, 128 F.3d 735, 739 

(D.C. Cir. 1997) (rejecting FCC's interpretation of its own rule on grounds that it "violates the 
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familiar principle of statutory interpretation 'so that no provision is rendered inoperative or 
superfluous, void or insignificant'" (citation omitted)). 

Here, FDA's statutory interpretation violates this cardinal principle by effectively 
nullifying the court decision trigger of the 180-day generic exclusivity provision. More 
specifically, FDA's interpretation virtually guarantees that later-filers, like Apotex, cannot obtain 
a triggering court decision. In the process, the Agency unlawtully allows brand companies to 
manipulate the Hatch- Waxman system to delay generic market entry, a result that runs directly 
contrary to Congress' purpose for this important legislation. 

Congress enacted Hatch- Waxman to expedite generic market entry. See In re 
Barr Labs, 930 F.2d at 76; Apotex, Inc. v. Shalala, 53 F. Supp. 2d 454, 461 (D.D.C. 1999) 
("[T]he purpose of the exclusivity incentive and the entire ANDA regime is to make available 
more low cost generic drugs.") (citation and quotations omitted). And, of course, FDA must 
interpret Hatch-Waxman in light of Congress' intent when enacting this legislation. See 
Chevron, 467 U.S. at 842-43 & n.9; Teva I, 182 F.3d at 101 1 ("FDA must interpret the [FFDCA] 
to avoid absurd results and further congressional intent."). 

By including the "court decision trigger" as a means for starting the 180-day 
generic exclusivity period. Congress expressly provided the means for later ANDA filers 
(typically companies, like Apotex, that have successfully designed around a patent) to prevent 
the first-filer from "parking" its exclusivity and creating a "bottleneck" that indefinitely delays 
approval of all other generic products. The courts, too, have concluded that later ANDA filers 
must have the ability to trigger the start of generic exclusivity because "'it would be contrary to 
the very purpose of the Act to allow the first filer to block market entry of other generic 
manufacturers because the first filer is involved in protracted litigation.'" 5M, 289 F.3d at 780 
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(citation omitted); accord Mova, 140 F.3d at 1073. But FDA's refusal to treat dismissals of 
Hatch-Waxman patent infringement cases as triggering decisions, even when they contain 
express concessions of non-infringement, effectively eliminates the court decision trigger. This 
is particularly true when the Agency's interpretation is coupled with its refusal to treat the 
dismissal of declaratory judgment suits brought by ANDA applicants as triggering court 
decisions, even when the dismissal has preclusive effect. See Apotex, 449 F.3d 1249. 

FDA simply does not have the authority to re-write the statute in a way that 
renders a key provision inoperable. See Asiana Airlines, 134 F.3d at 398; see also Pub. Citizen, 
704 F.2d at 1285; C.F. Comms., 128 F.3d at 739. Indeed, the D.C. Circuit previously struck 
down FDA's interpretation of another aspect of the 180-day generic exclusivity provision based, 
in part, on the fact that it effectively read the commercial marketing trigger out of the statute. 
See Mova, 140 F.3d at 1069-70. 

Furthermore, the D.C. Circuit has cautioned that Hatch-Waxman cannot be 
interpreted in a way that allows the brand company to "manipulate the system in order to block 
or delay generic competition" - a result directly contrary to the purpose of the court decision 
trigger. Teva I, 182 F.3d at 1009; id. at 1011. But FDA's refusal to recognize the G5'A: Order as 
a triggering event does precisely this. Specifically, the brand company/patentee often has an 
incentive not to trigger the start of the generic exclusivity period so that it can enjoy a period of 
1 80 days with only one generic competitor. If FDA does not recognize dismissals of Hatch- 
Waxman suits brought by the patentee against the ANDA application as triggering decisions, 
even when they contain an express concession of non-infringement on their face, the brand 
company/patentee unilaterally can prevent triggering generic exclusivity. Such a result would be 
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precisely contrary to the statutory intent and absurd. Consequently, such an interpretation cannot 
stand. 

4. Failing To Recognize The GSK Order As A "Court Decision" Is 

Unlawful Because It Produces Absurd Results - Results That Conflict 
With Congressional Intent And Hatch- Waxm an 's Legislative History. 

As previously discussed, no one can dispute that Congress designed Hatch- 
Waxman "to get generic drugs into the hands of patients at reasonable prices-fast." In re Barr 
Labs., 930 F.2d at 76; see also Apotex, 53 F. Supp. 2d at 461. Nor can anyone reasonably 
dispute that Hatch- Waxman must be construed in light of this purpose. See Chevron, 467 U.S. at 
842; Teval, 182 F.3d at 1011; see also Pharm. Research & Mfrs. of Am. v. Thompson, 251 F.3d 
219, 224-25 (D.C. Ck. 2001) (reversing agency's broad, dictionary-based interpretation of term 
"payment" because statutory purpose required narrower meaning); Nat 'I Treasury Employees 
Union V. FLRA, 392 F.3d 498, 500-01 (D.C. Cir. 2004) (reversing agency's statutory 
interpretation because it conflicted with congressional intent and purpose); First Nat 'I Bank & 
Trust Co. V. Nat 'I Credit Union Admin., 90 F.3d 525, 530 (D.C. Cir. 1996) (same). 

Yet, failing to recognize the GSK Order as a "court decision" produces absurd 
results that conflict with Congress' express intent when enacting Hatch- Waxman. Thus, FDA's 
April 11, 2006 and November 3, 2006 rulings cannot lawfully stand if they fail to recognize the 
GSK Order as a triggering "court decision." 

FDA's refusal to recognize the dismissal with prejudice of a Hatch-Waxman 
patent infringement suit, one containing an express concession of non-infringement, as a 
triggering court decision undeniably delays generic competition in direct contravention of 
Congress' express intent. This case amply demonstrates the absurdity of FDA's position. 

Any generic exclusivity awarded to DRL for ondansetron tablets should have 
expired long ago. But the Agency's decision to nevertheless reward DRL with such exclusivity 
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creates an improper regulatory blockade that delays, rather than expedites, full generic 
competition. 

DRL cannot commercially market a product until expiration of the '789 patent on 
December 24, 2006 (with pediatric exclusivity) at the earliest. FDA's unlawful refusal to 
recognize that DRL's exclusivity has been triggered and has expired means that full generic 
competition would be delayed until mid-2007 at the earliest. Sadly, the delay could be longer, 
much longer. If, for example, DRL is not eligible for approval on December 24, 2006 because of 
some problem with hs ANDA, the Agency's impermissible grant of exclusivity would delay 
generic market entry indefinitely. Even if DRL obtains final approval on December 24, 2006, it 
has no obligation to immediately launch its generic ondansetron tablet products. 

The only way to prevent inevitable delays such as these is by using the coxjrt 
decision trigger to start the miming of that exclusivity period. But no subsequent ANDA 
applicant can use the court decision trigger to trigger the start of this exclusivity period because 
FDA imlawfuUy refuses to find the with-prejudice dismissal of a patent infringement suit 
brought by the brand company/patentee against the generic, based upon an express concession of 
non-infi:ingement, to be a triggering court decision. And the brand company, of course, always 
has the power to prevent any other type of decision fi-om being entered. Specifically, the 
patentee always is firee to concede non-infringement or to provide the ANDA applicant with a 
covenant not to sue, at which point a case or controversy no longer exists. Thus, FDA's 
improper interpretation of the court decision trigger not only prevents full generic competition 
upon expiration of the '789 patent, but also gives the brand company complete control over 
whether a generic company gets and keeps the 180-day generic exclusivity period. When it 
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passed Hatch- Waxman, a statute expressly designed to encourage and expedite generic market 
entry, Congress most assuredly did not intend this result. In re Barr Labs., 930 F.2d at 76. 

While Congress has authorized FDA to implement Hatch- Waxman's provisions, 
FDA has no authority to rewrite the statute, as it has unlawfully done here. FDA's refusal to 
treat the May 2005 GSK Order as a triggering court decision is arbitrary, capricious, and contrary 
to law and should be set aside for this additional, independent reason. See Chevron, 467 U.S. at 
844; see also Mova, 140 F.3d at 1068 (finding that, although FDA has the power to interpret the 
FFDCA, it "does not thereby obtain a license to rewrite the statute"); Ind. Mich. Power Co. v. 
Dep't of Energy, 88 F.3d 1272, 1276 (D.C. Cir. 1996) (rejecting agency's "treatment of th[e] 
statute" because it "is not an interpretation but a rewrite" and "destroys the quid pro quo created 
by Congress"). 
IV. An Injunction Would Further The Public Interest. 

The public interest is best served by granting the requested injunctive relief First, 
the public's interest lies in the "faithful application of the laws" {Mova, 140 F.3d at 1066), 
which, here, is served by requiring the Agency to apply the governing statute in a manner that is 
consistent with FDA's prior rulings and the controlling statutory language. Second, injunctive 
relief comports with the purpose of the statute and, in particular, the triggering court-decision 
provision, which seeks to expedite full generic competition and prevent patentee fi-om 
"manipulating] the system in order to block or delay generic competition." Teva /, 182 F.3d at 
1009. Any other result will undermine the balance struck in Hatch- Waxman and ultimately harm 
the consuming public. And third, if Apotex ultimately prevails on the merits, the public will 
benefit from the fiillest possible generic competition for ondansetron tablets at the earliest 
possible date. 
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CONCLUSION 

Apotex will, without question, suffer devastating and irreparable harm absent the 
requested injunction. FDA, on the other hand, would suffer no harm. Moreover, Apotex has, at 
the very least, demonstrated a substantial likelihood of success on the merits of its challenge to 
FDA's statutory interpretation and refusal to approve Apotex's AND A. For all of these reasons, 
the Court should enter an order requiring FDA to: (a) set aside its November 3, 2006 
administrative decision as arbitrary, capricious, and contrary to law; (b) refrain from awarding 
any 180-day exclusivity for ondansetron tablet AND As; (c) approve Apotex's ondansetron tablet 
ANDA on December 24, 2006 without delay due to any generic exclusivity awarded pursuant to 
21 U.S.C. § 355(j)(5)(B)(iv); and (d) refrain from approving any other ondansetron tablet ANDA 
until this determination is made and final approval is granted to Apotex. In the event the Court 
denies such relief, Apotex respectfully moves for an injunction preserving the status quo and 
staying all ondansetron tablet ANDA approvals pending an appeal of this matter to the D.C. 
Circuit, in order to prevent devastating and irreparable harm to Apotex. A proposed order 
seeking such relief is submitted herewith. 



31 



Case 1 :06-cv-01 890-RMC Document 3-2 Filed 11/06/2006 Page 38 of 38 



Dated: November 6, 2006. 



Respectfully submitted, 
APOTEX INC. 



By: 





Arthur Y. Tsien, D.C. ?ar No. 4 11 579 

OLSSON, FRANK AND WEED A, P.C. 

1400 16th Street, N.W., Suite 400 

Washington, D.C. 20036-2220 

(202)789-1212 

(202) 234-3550 (facsimile) 



Of Counsel : 

William A. Rakoczy, D.C. Bar No. 489082 

Christine J. Siwik 

Alice L. Riechers 

RAKOCZY MOLING MAZZOCHI SIWIK LLP 

6 West Hubbard Street, Suite 500 

Chicago, Illinois 60610 

(312)222-6301 

(312) 222-6321 (facsimile) 

Counsel for Apotex Inc. 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF COLUMBIA 



APOTEX INC. 

150 Signet Drive 

Weston, Ontario, Canada M9L 1T9 

Plaintiff, 



V. 



FOOD AND DRUG ADMINISTRATION 
5600 Fishers Lane 
Rockville, MD 20857 

MICHAEL O. LEAVITT 

Secretary of Health and Human Services 
200 Independence Avenue, SW 
Washington, D.C. 20201 

and 

ANDREW VON ESCHENBACH 
Acting Commissioner of Food and Drugs 
5600 Fishers Lane 
Rockville, MD 20857 

Defendants. 



Case No. 



DECLARATION OF ARTHUR Y. TSIEN 

I, ARTHUR Y. TSIEN, declare as follows: 

1 . I am a partner in the law firm of OLSSON, FRANK AND WEEDA, P.C, counsel 
for Apotex Inc. ("Apotex"). 

2. I am a practicing attorney and member in good standing of the Bar of the District 
of Columbia, and am admitted to practice before the United States District Court for the District 
of Columbia and before the United States Court of Appeals for the District of Columbia Circuit. 
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3. I submit this Declaration in support of Apotex Inc.'s Motion For Temporary 
Restraining Order And/Or Preliminary InjunctioiL 

4. I have personal knowledge of the facts stated in this Declaration and am 
competent to testify to the same. 

5. Attached hereto as Exhibit A is a true and accurate copy of FDA's April 1 1, 2006 
Letter to Tammy Mcf ntire at Apotex Corporation. 

6. Attached hereto as Exhibit B is a true and accurate copy of Apotex Inc.'s August 
31, 2005 Letter to FDA, including the exhibits A-E attached thereto. 

7. Attached hereto as Exhibit C is a true and accurate copy of Apotex Inc.'s August 
29, 2006 Letter to FDA, including the exhibit A attached thereto. 

8. Attached hereto as Exhibit D is the supporting Declaration of Tammy Mclntire, 
dated October 20, 2006. 

9. Attached hereto as Exhibit E is a true and correct copy of the 10/7/96 Order in 
Glaxo Inc. et al v. Boehringer Ingelheitn et a/.. No. 95-1342 (D. Conn.). 

10. Attached hereto as Exhibit F is a true and correct copy of the docket sheet for 
Organon Inc. et al v. Barr Laboratories, Inc., No. 02-2124 (D.N.J.). 

11. Attached hereto as Exhibit G is a true and correct copy of the approval history for 
Barr Laboratories, Inc.'s orally-disintegrating mirtazapine tablet ANDA No. 76-307, as printed 
from FDA's website. 

12. Attached hereto as Exhibit H is a true and correct copy of the docket sheet for 
Novartis AG et al v. Apotex Inc., No. 05-3855 (S.D.N. Y). 

13. Attached hereto as Exhibh I is a true and correct copy of the dismissal order in 
Novartis AG et al v. Apotex Inc. , No. 05-3855 (S.D.N. Y). 
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14. Attached hereto as Exhibit J is a true and correct copy of the final approval letter 
for Apotex, Inc.'s ketotifen fumarate ANDA No. 77-354. 

15. Attached hereto as Exhibh K is a true and correct copy of FDA's Guidance for 
Industry: Listed Drugs, 30-Month Stays, and Approval of AND As and 505(b)(2) Applications 
Under Hatch-Waxman, as Amended by the Medicare Prescription Drug, Improvement, and 
Modernization Act of 2003: Questions and Answers (Oct. 2004). 

16. Attached hereto as Exhibit L is a true and accurate copy of FDA's November 3, 
2006 Letter to Christine J. Siwik and William A. Rakoczy. 

17. The foregoing facts are true and correct as I verify and believe. 
Dated: November 6, 2006 



I, ARTHUR Y. TSIEN, hereby declare, under penalty of perjury under 28 U.S.C. § 1746 
and the laws of the United States of America, that the foregoing Declaration is true and correct. 




ARTHUR Y. TSIEN 
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EXHIBIT A 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Tempormy Resti'aining Order and/or Preliminmy Injunction 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 



A"\mA nr-. 1A^ Foot* afid Drug Administration 

ANUA /0-J4J P^^^^.jl^ ^^ 20857 



APR 1 1 5006 



Apotex Corp. 

U.S. Agent for Apotex Inc. 

Attention: Tanimy Mclntire 

2400 North Conmerce Parkway, Suite 400 

Weston, FL 33326 

Sent Via Facsimile and U.S. Mail 

Dear Ms. Mclntire: 

This letter is prompted by the March 16, 2006, opinion of the District of 
Columbia Circuit Court of Appeals, leva Pharmaceuticals USA. Inc. v. FDA, Nos. 05- 
5401 & 05-5460, 2006 U.S. App. LEXIS 6384 (D.C. Cir. Mar. 16, 2006) ("Teva ur). 
We are amending our response to the letter submitted by Apotex Inc. on September 7, 
2004. Apotex sought a determination that a dismissal of a declaratory judgment action 
brought by Apotex against Bristol-Myers Squibb Company ("Bristol"), Apotex Inc. v. 
Bristol-Myers Squibb Co., No. 04-2922 (Jul. 23, 2004 stipulation and order), constituted a 
"court decision trigger" beginning the 1 80-day period of marketing exclusivity for the 
first abbreviated new drug application ("ANDA") applicant to make a "paragraph IV" 
certification challenging a patent for Pravastatin Sodium Tablets 10 mg., 20 mg., 40 mg., 
and 80 mg. ("pravastatin"). FDA previously determined in a letter dated June 28, 2005, 
that the dismissal constituted a court decision trigger, based on an interpretation of the 
court decision trigger provision, Section 505(])t5)(B)(iv)(II) of the Federal Food, Drug, 
and Cosmetic Act ("FDCA" or the "Act") (21 U.S.C. § 355(i)(5)(B)(iv)(n)), that the 
agency believed itself compelled to apply as aresult of two decisions of the D.C. Circuit: 
Teva Pharni., USA. Inc. v. FDA, 1 82 F.3d 1003 (D.C. Cir. 1999) ('Teva /") and Teva 
Pharm.. USA. Inc. v. FDA, No. 99-5287, 2000 U.S. App. LEXIS 38,667 {1>.C. Cir. Nov. 
15, 2000) ("revrt //'). Specifically. FDA believed that Teva /and //required the agency 
to treat a dismissal of a declaratory judgment action for lack of jurisdiction as a court 
decision trigger if the patentee is estopped from enforcing its patent against the 
declaratory plaintiff, 

Teva Pharmaceuticals USA, Inc. challenged FDA's June 28, 2005 decision in 
distiict court. Teva Pharms. USA. Inc. v. FDA, 398 F. Supp. 2d 176 (D.D.C. 2005). On 
appeal, the Teva III court vacated the judgment of the district court with instructions to 
vacate the FDA's decision and remand to the agency for further proceedings. The court 
held that FDA's decision was arbitrary and capricious because "[t]he FDA mistakenly 
thought itself bound by our decisions in Teva /and Teva II." Teva III, 2006 U.S. App. 
LEXIS 6384, at *12. In the court's view, the Teva /and Teva //decisions had been 
decided purely on procedural grounds and "left the fmal decision" of statutory 
interpretation to FDA. Id. at *9. 
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FDA has therefore undertaken to interpret the statute in light of the TevaJII 
court's direction '"to bring its experience and expertise to bear in liglit of competing 
interests at stake' and make a reasonable policy choice," Id. at *13 {quoiing PDK Labs., 
Inc. V. DEA, 362 F.3d 786, 797-98 (D.C. Cir. 2004)). As explained in greater detail 
below, FDA interprets the language of the court decision trigger provision, "the date of a 
decision of a court . . . holding the patent which is the subject ofthe certification to be 
invalid or not infringed," to require a court decision with an actual "holding" on the 
merits that the patent is invalid, not infringed, or unenforceable. The holding must be 
evidenced by language on the face ofthe court's decision showing that tlie detemrination 
of invalidity, noninfiringement, or unenforceability has been made by the court. FDA's 
experience in making court decision trigger determinations bears out the difficulty in 
implementing a broader, esloppel-based standard that requires the agency to evaluate 
whether the patentee is estopped from suing for infringement. FDA*s "holding-on-the- 
merits" interpretation adheres closely to the language ofthe statute, and will provide a 
bright line thai is more easily adminislrable by FDA and that will enable industry to make 
appropriate business planning decisions. 

Applying FDA's interpretation to tlie facts of this case, FDA has determined that 
the July 23, 2004, Apotex-Bristol dismissal does not constitute a court decision trigger of 
180-day exclusivity for pravastatin because there is no language on the face of the 
dismissal evidencing that the court held on the merits that any of the subject patents were 
invalid, not infringed, or unenforceable. 

I. Statutory and Procedural Background 

A. 180-Day Exclusivity and tlie Court Decision Trigger 

Under section 5050")(2)(A)(vii), AND A applicants must make one of four 
certifications (commonly referred to by the four sub-paragraphs of section 
505(i)(2)(A)(vii) establishing them) to certain patents, claiming the drug or a use of the 
drug for which the ANDA applicant is seeking approval. The certifications are: a 
"paragraph 1" certification that patent infonnalion has not been filedi a "paragraph U" 
certification that the patent has expired; a "paragraph III" certification ofthe date the 
patent will expire; or a "paragraph IV" certification that the patent is invalid, not 
infringed, or not enforceable. 21 C.F.R. § 3l4.94(a)(I2)(i)(A). 

A paragraph I or II certification indicates that the applicant believes that the 
patent does not bar immediate approval of the ANDA. A paragraph III certification 
indicates that the applicant is not challenging the validity or applicability ofthe patent 
and that the applicant is seeking ANDA approval only after the patent expires. A 
paragraph fV certification indicates that the ANDA applicant disputes the applicability or 
validity of that patent. 

An ANDA applicant making a paragraph IV certification must provide notice to 
the new drug application (NDA) holder and patent owner stating that the ANDA has been 
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filed and describing why the patent is invalid, will not be infringed, or is unenforceable. 
21 U.S.C. § 355G)(2)(B); 21 C.F.R. § 3l4.94(a)(12)(i)(A). This notice provides the NDA 
holder and patent owner the opportunity to bring suit for patent infringement prior lo 
FDA's granting marketing approval for the ANDA applicant's product. In certain cases, 
if the KDA holder or patent owner sues the AKDA applicant for patent infringement 
within 45 day of receipt of the notice, FDA must stay approval of the ANDA for 30 
months (21 U.S.C. § 355(i)(5)(B)(iii)). The FDCA provides that an ANDA applicant 
cannot bring an action for declaratory judgment unless this 45-day period has expired, 
neither the NDA holder nor the patent owner has sued the ANDA applicant for patent 
infringement before the expiration of that period, and, as applicable, the AKDA applicant 
has offered these parties confidential access to its application for the purpose of 
determining whether to bring a patent infringement suit. 21 U.S.C. § 355(j)C5)(C)(i) 
(2005). 

Section 505G)(5)(B)(iv) of the Act governs FDA's 1 80-day exclusivity 
determinations. The statute provides 180 days of marketing exclusivity as an additional 
incentive and reward to the first ANDA applicant to expose itself to tlie risk of being sued 
for infringing a patent that is the subject of the paragraph IV certification. It does so by 
delaying approval of subsequent ANDAs containing later paragraph TV challenges to the 
patent until the expiration of 180 days after a triggering event, The applicable version of 
the statute reads as follows: 

If the application contains a certification described in subclause IV of paragraph 
(j)(2)(A)(vii) and is for a dnig for which a previous application has been 
submitted under this subsection [containing]' such a certification, the application 
sliall be made effective not earlier than one hundred and eighty days after - 

(I) the date the Secretary receives notice from the applicant under 
the previous application of first commercial marketing of the 
drug under the previous application, or 

(II) tlie date of a decision of a court in an action described in clause 
(ii) holding the patent which is the subject of the certification 
to be invalid or not infringed, 

whichever is earlier. 
21 U.S.C. § 355(j)(5)(B)(iv) (2002).^ Under this provision, either of two events can 



' Courts reviewing ilie statute have commenied that the word "continuing" reflects a typographical error 
and should be "containing." See, e.g., Ptirepac Phnrm. Co. v. Friedman, 162 F.3d 1201, 1203 n.3 (D.C. 
Cir. 1998); Mova Phanit. Corp. v. Shalah, \A0 F.3d 1060, 1064 n.3 (D.C. Cir. 1998). 

■ Congress amended 21 U.S.C. § 355(j) in late 2003. See The Access lo Affordable Phamiacemicals 
provisions ofthe Medicare Prescription Dr^Jg, Improvement, and ModernizalJon Act of 2003, Pub. L. No. 
108-173. 117 Slat. 2066 (Dec. 8, 2003) ("MMA"). Thcmajority of Ihc amendments pertaining to 180-day 
exclusivity do not apply to the exclusivity determinations for the pravastatin ANDAs because the earliest 
ANDA containing a paragraph IV certification was submitted before the December 8, 2003, enactment date 
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trigger the start of the exclusivity period; (1) the commercial marketing of the drug 
product as set forth in subparagraph (I); or (2) an applicable court decision as set forth in 
subparagraph (II), Subparagraph (II) is commonly referred to as the "court decision 
trigger" 

By regulation, FDA has long interpreted the court decision trigger to be satisfied 
not only by a decision of a court holding the patent invalid or not infringed, but also by a 
decision holding the patent unenforceable. 21 C.F.R. §314.I07(c)(l)(ii). In the 
preamble to the 1994 final rule implementing the Drug Price Competition and Patent 
Term Restoration Act of 1984 ("Hatch -Wax man Amendments" to the FDCA), the agency 
explained that references in section 505 to patent invalidity and noninfringement should 
be interpreted to embrace unenforceabihty so as to be consistent with "Congress' obvious 
intent in allowing patent challenges under section 505," and to avoid absurd results. 59 
Fed. Reg. at 50,339 {citing Merck v, Danbiuy Pharmacal Inc., 694 F. Supp. 1 (D. Del. 
1988), aff'cU 873 F.2d 1418 (Fed. Cir. 1989)). 

B. The Teva Cases 

In the Teva cases, FDA was asked to determine whether the dismissal of a 
declaratory judgment action for lack of subject matter jurisdiction in a patent case 
between Teva and Syntex constituted a court decision trigger of exclusivity for Apotex 
(then Torpharm) for the drug ticlopidine. Teva 1, 182F.3dat 1006-07. FDA determined 
that the Teva-Syntex dismissal was not a "decision of a court" or a "holding," as required 
by the statute. Id. On appeal, the D.C. Circuit concluded that FDA's determination that 
there had been no court decision trigger was arbitraiy and capricious. Id. at 1007-10. 
The court remanded to the agency for an explanation of, inter alia, why FDA did not 
recognize that a dismissal based on representations that estopped the patentee from suing 
for infringement constituted a court decision trigger. Id. 

On remand, FDA attempted to explain its decision, but the district court, judge 
Kollar-Kotelly, rejected the agency's explanation. Teva Pharms. USA, Inc. v. FDA^ No. 
99-67, 1999 U.S. Dist. LEXIS 14,575 at *22-23 (Aug. 19, 1999) ("The FDA is bound by 
the Court of Appeals' detemiination that the purpose of the court decision trigger is to 
ensure that the patent-holder is estopped from suing the ANDA apphcant."). The D.C. 
Circuit affirmed the district court's decision in an unpublished decision stating tliat "for 
the reasons cited ... in Tera/ and by the District Court, thejudgmentof the agency fails 
for want of reasoned decision-making." Tern II, 2000 U.S. App. LEXIS 38,667, at *6. 
Following the Teva II decision, FDA has believed that it was bound to apply an estoppel- 
based standard when making court decision trigger determinations, and initially applied 
this standard with respect to the pravastatin products at issue here. 



oftlieMMA. Seeid. § 1102(b)(1). The MMA docs, however, apply to the court decision trigger 
deterniination at issue insofar as it defines a "decision of a court" as a fmal judgment from which no 
appeal can be or has been taken. 5ecMMA § n02(b)(3) (defining "decision of a court" for drugs for 
which Q paragraph IV certification was filed before enactment of the MMA pnd for which there has been no 
triggering court decision as of the dale of enactment, December 8, 2003). 
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C. FDA's June 28, 2005 Decision 

Bristol is the holder of an approved NDA 19-898 for pravastatin sodium tablets, 
which it markets under the brand-name Pravachol. Pravachol is approved for the primary 
and secondary prevention of coronary events and for treating hyperlipidemia. Bristol 
listed four relevant patents in the Orange Book with respect to its drug: U.S. Patent Nos. 
4,346.227 ("the *227 patent"); 5.030,447 ("the '447 patent"); 5,180,589 ("the '589 
patent"); and 5,622,985 ("the '985 patent"). Several ANDA applicants, including Apotex 
and Teva, have submitted AND As containing paragraph IV certifications to the '447, 
'589, and '985 patents. The '227 patent and its pediatric exclusivity expires on April 20, 
2006. "^ Any applicant that has submitted a paragraph III certification to the '227 patent is 
thus precluded from marketing the drug at least until tliat date. 

Apotex notified Bristol of its paragraph IV certifications to the '447, *589, and 
'985 patents, but Bristol declined to sue Apotex for infringement. Apotex then sued 
Bristol in the United States District Court for the Southern District of New York (Apotex 
Inc. V. Bristol-Myers Squibb Co. (No. 04 CV 2922)) for declaratory judgment of non- 
infringement and/or invalidity of those patents. The case was dismissed by a stipulation 
and order issued on July 23, 2004. 

The order recited that Bristol had "repeatedly represented and assured Apotex 
thai, notwithstanding any disagreement on the scope or interpretation of the claims of the 
'447, '985, and '589 patents, it had no intention to bring suit against Apotex for 
infringement." Apotex stipulated to dismissal of tlie case for lack of subject matter 
jurisdiction based on those *'pre-Complaint representations." Both parties signed the 
stipulation and order, which the court endorsed as "so ordered." 

By letter dated September 7, 2004, Apotex requested a detemiination from FDA 
that the July 23, 2004 stipulated order dismissing Apotex's declaratoryjudgment action 
constituted a "decision of a court" under section 505G)(5)(B)(iv)(U) that triggered any 
180-day exclusivity for pravastatin. In view of the Teva cases, FDA believed itself 
obliged to apply an estoppel-based standard in determining whether the July 23, 2004 
order qualified as a court decision trigger. In its June 28, 2005 decision, the agency 
determined that Bristol's assurances to Apotex that it would not sue for infringement 
estopped Bristol from suing Apotex for infringement. Thus, under the estoppel-based 
standard FDA believed Teva /mandated, FDA found that the dismissal qualified as a 
court decision under section 505(j)(5)(B)(iv)(II), triggering the running of 180-day 
exclusivity for the '447, '589, and '985 patents. 



^ Pediatric exclusivity is intended as an incentive to sponsors to conduct and submit to FDA studies 
requested by the agency on the use of drugs in pediatric populations. It is a six-month exclusivity tliat 
atlaches to any listed patent or exclusivity for tlie drug studied. 21 U.S.C. § 355a. 
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D. Teva III 

On July 26. 2005, Teva sued FDA, arguing that FDA's June 28, 2005 decision 
was based on the agency's erroneous belief tliat Teva J and Teva 11 required the agency to 
apply an estoppel-based standard. Alternatively, Teva argued that even if the Teva 
decisions did impose an estoppel-based standard for the court decision trigger, Bristol's 
assurances to Apotex were insufficient to effect a complete estoppel. Teva additionally 
argued that the dismissal had been made effective not by the court but by the parties 
under Federal Rule of Civil Procedure 41(a)(0(ii). and as such lacked sufficient judicial 
involvement to constitute a "decision" or a "holding" of the court. 

The district court agreed with Teva that the dismissal had been made effective 
under Rule 41(a)(l)(ii) and lacked sufficient "judicial imprimatur" to constitute a court 
decision trigger of iSO-day exclusivity. Teva Pharms. USA. Inc. v. FDAy 398 F. Supp. 2d 
176, 190 (D.D.C. 2005) (Bates, J.). The court stated, however, that Bristol's statements 
to Apotex were sufficient to preclude Bristol from suing for infringement, concluding 
that "[t]his case thus embodies the peculiar circumstance in which the words of [Bristol] 
are preclusive, but they are not part of a 'decision' or 'holding' within the meaning of the 
Hatch-Waxman Act." Id. at 192 n.6. The district court did not reach the question of 
whether Teva I and Teva IS had established a substantive nile binding upon FDA. 

On appeal, the D.C. Circuit determined that "[t]he FDA mistakenly thought itself 
bound by our decision in Teva /and Teva //," and held that "[t]his error renders [the 
agency's] decision arbitrary and capricious." Teva III, 2006 U.S. App. LEXIS 6384, at 
*12. The court explained that it had never established a requirement to apply the estoppel 
standard as an interpretation of the court decision trigger Id. at *8-l0. Rather, Teva III 
held that Teva /had simply found FDA's reasoning inadequate for the reasons discussed 
in that decision. Id. at *9; see also section II.A., infra. Concluding that "FDA still has 
not answered the questions put to it by the Teva I court," id. at "^13 n.5, the court vacated 
the district court's judgment and directed the district court to remand to the agency to 
interpret the court decision trigger provision in view of the agency's own expertise and 
appropriate policy considerations. Id. at *13. 

II. FDA's Interpretation of the Court Decision Trigger Provision 

In accordance with the Teva ///court's determination that FDA is not bound to 
apply the estoppel-based standard discussed in Teva I, FDA has brought its experience to 
bear and now makes an independent interpretation of the statute. FDA has determined 
that it is most appropriate to Interpret the statute consistently with its plain language. 
Thus, the agency is interpreting the court decision trigger provision to require a decision 
of a cowl that on its face evidences a holding on the merits that a patent is invalid, not 
infringed, or unenforceable. This interpretation follows most readily from the statutory 
language'and FDA's long-standing regulation including unenforceability as a separate 
basis for a court decision trigger. 21 U.S.C. § 355a)(5)(B)(iv)(E) ("the date of adecision 
of a court . . . holding the patent which is the subject of the certification to be mvalid or 
not infringed") (emphasis added); see also 21 C.F.R. § 314.107(c)(l)(ii) ("The date of a 
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decision of the court holding (lie t'elevant patent invalid, unenforceable, or not 
infringed") (emphases added).'' 

A "holding" is generally defined to mean "[a] court's determination of a matter of 
law pivotal lo its decision; a principle drawn firom such a decision." Black's Law 
Dictionary at 737 (7th ed. 1999). The statute's express requirement of a "holding" that 
the patent is "invalid" or "not infringed" indicates that the court must resolve the issues 
of invalidity, noninfringement, and unenforceability (pursuant to FDA's regulation) on 
the merits. See id. at 1003 (defining "merits" as referring to "[t]he elements or grounds 
of a claim or defense; the substantive considerations to be taken into account in deciding 
a case, as opposed to extraneous or technical points, esp. of procedure"). Under the 
agency's interpretation, in the court decision trigger context, the holding niust be 
evidenced by a statement on the face of the court's decision demonstrating that the court 
has made a determination on the merits of patent invalidity, noninfringement, or 
unenforceability. 

A. FDA's Response to Teva I 

In reaching this interpretation, FDA is mindful of the Tevn /court's criticism of 
the agency's original position, as well as the Teva ///court's view that FDA has never 
adequately addressed that criticism. FDA addresses the specific issues raised in Teva I 
below. 

1 . FDA's Interpretation is Consistent with the Purpose of the Statute 
and Will Promote Industry Certainty and Administrative 
Workability 

FDA acknowledges the Teva /court's discussion of broader definitions of 
"decision" and "holding" as potentially including dismissals with preclusive effect. Teva 
1, 1 82 F.3d at 1008. However, the Teva III court has determined tliat Teva f's discussion 
is not binding upon the agency. Teva HI, 2006 U.S. App. LEXIS 6384, at *12. 

Teva I further suggested that estoppel was a relevant consideration for the court 
decision trigger because a different view would allow the patent holder to manipulate the 
system and delay generic competition by stating that it would not enforce its patent. Teva 
/, 182 F.3d at 1009. That result, in the court's view, would be contrary to the purpose of 
the statute. Id. FDA does not believe, however, that a narrower, textually-based 
approach is contrary to the purpose of the statute. The court decision trigger provision 
expressly requires a decision of a court holding in favor of the ANDA applicant. The 



* The D.C. Circuit has found iliat the court decision trigger provision is ambiguous. See Teva I, 182 F.3d 
nt 1 007-08 (noting that the terms "holding" and "decision" arc subject to interpretation); see also Teva III, 
2006 U.S. App. LEXIS 6384 at *I2 (assuming, in accordance with Teva [, that the statute is ambiguous). 
To the extent that there is ambiguity in any of the terms, such as "decision," "holding," "invalid," "not 
infringed," and [by regulation] "unenforceable," FDA's interpretation is permissible and iiews more closely 
to Ihe language of the statute than the csloppel-based approach thai the agency believed was compelled by 
Tevn I and Teva II . 
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agency's "holding-on-the-merits" standard may provide a more limited trigger than an 
estoppel-based standard, but it is Congress itself that chose to impose the requirements of 
a "decision of a court" and a "holding." The estoppel-based standard, by contrast, has the 
anomalous result of substituting the agency's subsequent delermmation of preclusive 
effect for a court's holding on the merits. 

Elsewhere, the D.C. Circuit has recognized that the exclusivity provision reflects 
a Congressional balancing of competing policy goals. See Teva Pharmaceutical Indus, v. 
KDy4,410F.3d51,54(D.C. Cir. 2005). "Because the balance struck . . . is 
quintessentially a matter for legislative judgment," the interpretation should "attend 
closely to the terms in wiiich Congress expressed that judgment." Id. FDA believes that 
it is appropriate to apply the most facially supportable interpretation of the statutory 
language to give effect to Congress's purpose for the court decision trigger provision, and 
that nothing less than a court decision with a holding on the merits of the patent claims 
should qualify as a court decision trigger. The estoppel-based approach, by contrast, 
renders the teni:is "decision." "holding," and "invalid or not infringed" superfluous, in 
contravention of accepted canons of statutory construction. See, e.g, Bailey v. United 
States, 516 U.S. 137, 146 (1995) (superseded by statute on other grounds) ("We assume 
that Congress used [the] terms because it intended each term to have a particular, 
nonsuperfluous meaning.")- Indeed, pre-Teva I, the D.C. Circuit suggested that a proper 
interpretation of the court decision trigger should give substantive effect to the terms that 
Congress chose. See Purepac Phann. Co. v. Friedman, 162 F.3d 1201, 1205 n.6 (D.C. 
Cir. 1998) ("Suppose flirther that a first applicant is sued but that the suit does not result 
in a judicial decision finding the patent not infringed or invalid, so that the judicial 
decision trigger in § 355(j)(5)(B)Civ) is not activated. This could happen if, for instance, 
the suit is dropped or settled."). 

Further, the law on estoppel relevant in the court decision trigger context is not 
well developed. In fact, the Federal Circuit law to which the D.C. Circuit looked in Teva 
I to determine whether a particular representation has estoppel effect generally addresses 
whether there is sufficient reasonable apprehension of suit to support a declaratory 
judgment action, and not, as in the jTevfl /court's inquiry, whether the patentee is 
ultimately estopped from suing for infringement.^ In short, applying the estoppel 
standard articulated by the Teva /court would often require FDA to resolve factually 
intensive questions with little guidance from the courts on how to apply the facts to the 
law. 

Estoppel can be raised in different contexts, and the agency foresees that an 
estoppel-based approach could require FDA to make determinations based on a host of 
factors regarding whether a patentee may be equitably estopped from suing a particular 
ANDA applicant. See, e.g., A.C. Aitkenyian Co. v. R.L. Chaides Constr. Co., 960F.2d 
1020, 1028 (Fed. Cir. 1992) (en banc) (noting factors relevant to equitable estoppel: 



' 5eerevo/, 182F.3dat 1008-08 (citing Super 5acA/'(fe. Corp. v. Chase Packaging Corp., 5T?.2A 1054, 
1059 (Fed. Cir. 1995)-, Spectronics Corp. v. H.B. Fuller Co., 940 F.2d 631, 636-38 (Fed. Cir. 1991); and 
Firm Research. S.A. v. BaroidUd, 14) F.3d 1479, 1483-84 (Fed. Cir. 1998)). 
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(1) misleading conduct by the patentee indicating tbial it will not enforce its patent; 

(2) reliance by the alleged infringer; and (3) material prejudice to the alleged infringer if 
the patentee is allowed to proceed with its claim). Such determinations are often quite 
subjective, dependent on an infmite variety of factual contexts, and provide scant basis 
for predictability to the regulated industry. 

In addition, the estoppel-based approach has been difficult to apply and has led to 
uncertainty. Experience has shown, for example, that declaratory judgment actions may 
be dismissed for a variety of reasons, not all of which concern representations with 
preclusive effect that can then serve as a proxy for a finding of estoppel. See, e.g., Teva 
Pharnis. USA, Inc. v. Pfizer. Inc., 395 F.3d 1324, 1333 (Fed. Cir.), cert, denied, 126 S. 
Ct. 473 (2005) (dismissing declaratory judgment action for lack of subject matter 
jurisdiction despite the patentee's refusal to provide assurance that it would not sue). 
Indeed, Teva I and Teva JI, as well as tlie instant pravastatin case, demonstrate tlie 
difficulty of applying an estoppel-based standard that requires the agency to evaluate the 
underlying reasons for a dismissal — and the very low likelihood of industry certainty 
under such a standard. 

FDA is iJl-equipped to make fact-based dctcnni nations concerning whether 
certain statements or actions of a company in litigation to which FDA is not a party may 
estop that company from enforcing its patent. FDA's interpretation of the court decision 
trigger provision as requiring a holding on the merits will enable the agency to rely on the 
face of the court's decision to determine whether there has been a holding that a patent is 
invalid, not infringed, or unenforceable. As Teva /and Teva //demonsirate, an estoppel- 
based approach inexorably spawns subsequent litigations concerning FDA's estoppel 
determinations — litigations that can be avoided under a clearer, textual! y-based 
standard. 

2. FDA's bterpretation is Consistent with its Regulation, which 

Includes Unenforceability as a Separate Basis for a Court Decision 
Trigger 

The Teva I court requested that FDA explain how FDA's decision that tlie Teva- 
Syntex dismissal was not a court decision trigger was consistent with FDA's regulation 
including unenforceability as a basis for the court decision trigger. Id. at 1009-10. Teva I 
suggested that FDA's position was "absurd" because FDA's regulation included 
unenforceability, but FDA refused to acknowledge a dismissal that had the apparent 
effect of unenforceability as a court decision trigger, Id. 



^ In the pravastatin case, for example, the district court agreed with FDA that Bristol was estopped from 
suing Apotex for infringement, but for different reasons. Compare Teva, 398 F. Supp. 2d at 192 n.6 
(finding preclusion based on Bristol's representations having "prcvent[ed] any reasonable apprehension 
from arising"); wiili FDA's June 28, 2005 letter nt A (finding preclusion based on Bristol's repeated 
assurances that it liad no intention to sue Apotex for infrinecmenr). 
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FDA's regulation interpreting the court decision trigger states that the tiigger 
occurs on: "[t]he date of a decision of the court holding the relevant patent invalid, 
unenforceable, or not infringed." 21 C.F.R. § 314.107(c)(1). FDA's inclusion of 
"unenforceable" in its regulation serves the salutary purpose of encouraging patent 
challenges based on unenforceability. See 59 Fed. Reg. at 50,339. The regulation, 
consistent witli the statute, expressly requires that there be a court "decision" and a 
"holding" of unenforceability. 

FDA does not believe that a patentee's statements concerning its intentions not to 
enforce a patent, even if reflected in the dismissal, constitute a court's "decision . . . 
"holding" a patent unenforceable. As explained in section 11. A. 1 ., supra, FDA rejects an 
estoppel-based interpretation of the statute based on a patentee's representations. As 
noted, a declaratory judgment action can be dismissed for a variety of reasons, and such a 
dismissal cannot unifonmly serve as a proxy for a determination of preclusive effect. 
Even if a patentee's representations have the apparent effect of rendering a patent 
unenforceable vis-a-vis a particular ANDA applicant, in the agency's view, a holding of 
unenforceability must result from a court's consideration of that issue on the merits, 
rather than FDA 's evaluation of the effect of a patentee*s statement. The estoppel-based 
approach turns the statutory language on its head, by compelling FDA -- ratlier than a 
court, as the statute seemingly requires — to effectively make a "decision" and a 
"holding" of unenforceability. Such patent-related decisions are not within the agency's 
expertise, nor does the statute require FDA to make those decisions. FDA's statutory and 
regulatory interpretation is not "absurd" because it is narrower than the estoppel-based 
standard. The agency's interpretation gives ftill effect to each word of the statute and 
regulation and will provide greater certainty than the estoppel-based standard. 

3. FDA's Interpretation is Consistent with the FDA's 1 80-day 
Exclusivity Guidance and the GraniUec Decision 

leva J also concluded that FDA had not adequately explained its position on the 
Tcva-Syntex dismissal with regard to (a) FDA's "casc-by-case" approach to exclusivity 
set forth in a guidance document, 180-Day Generic Drug Exclusivity under the Hatch- 
Waxman Amendments to the Federal Food, Divg, and Cosmetic Act (June 1998) (180- 
day exclusivity guidance); or (b) why the agency recognized a grant of partial summary 
judgment of noninfringement based on a patent holder's admission as a court decision 
trigger in Granuiec. Itic. v. Shalala, 139 F.3d 889, 1998 WL 153410 (4th Cir. Apr. 3, 
1998) (unpublished opinion), but did not consider the Tcva-Syntex dismissal for lack of 
subject matter jurisdiction a court decision trigger even thougli it too arose from 
statements made by the innovator. Id. at 1010-11. 

The regulatory landscape has changed dramatically since FDA's original 
determination that the Teva-Syniex dismissal did not constitute a court decision trigger. 
At that time, FDA was undertaking rulemaking and regulating directly from the statute in 
the interim, using a "case-by-case" approach to make its exclusivity determinations. See 
1 80-day exclusivity guidance. Teva I suggested that FDA had failed to adopt any 
particular interpretation of the statute, and also had not "abide[d] by the commitments it 



10 
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made in the 'Guidance for Industry' as to how it would proceed until a new rulemaking 
was completed." Id. 

Just a few days after the Teva I decision, in proposing a rule, FDA rejected a 
suggestion that a dismissal for lack of jurisdiction based on a lack of case or controversy 
should constitute a court decision trigger. 180-Day Generic Drug Exclusivity in 
Abbreviated New Drug Applications, 64 Fed. Reg. 42,873, 42,881 (Aug. 6, 1999) 
(proposed rule). Rather, the agency proposed a 1 80-day "triggering period," during 
which there would have to be either a favorable court decision or commercial marketing 
ofthedrug. Id. at 42,877. Ifneitherof those events occurred, the first ANDA applicant 
would lose its eligibility for exclusivity. Id. Under the "triggering period" approach, 
subsequenl applicants would not be blocked indefinitely from approval, and would thus 
presumably have no need to seek to trigger exclusivity by bringing declaratory judgment 
actions and thereby raising the myriad issues that arose in the Teva litigations. Id. at 
42,881. 

FDA withdrew that proposed rule in 2002, however, in part due to its belief that 
the Teva /"holding was directly at odds with the approach the agency proposed in the 
August 1999 proposed rule to deal witli dismissals of declaratory judgment actions." 
180-Day Generic Drug Exclusivity for Abbreviated New Drug Applications, 67 Fed. 
Reg. 66,593, 66,594 (Nov. 1, 2002) (withdrawal of proposed rule) ("After careful 
consideration of the comments on the August 1999 proposed rule and multiple court 
decisions affecting the agency's interpretation of the provisions of the act relating to 180- 
day exclusivity and ANDA approvals, FDA has concluded that it is appropriate to 
withdraw the August 1999 proposed rule at this time.").' Following FDA's witlidrawal of 
its proposed rule, Congress substantially amended tlie 180-day exclusivity provision in 
the MMA. See note 2» supra. FDA determined not to expend its resources crafting a 
regulation that would be vulnerable to challenge if it diverged from Teva I and would in 
any event become less relevant in the near future due to Congresses substantial revision 
of the 180-day exclusivity provision, which ultimately eliminated the court-decision 
trigger provision (but provided for forfeiture of exclusivity in certain circumstances). 

Now, however, FDA is independently inteipreting the statute in accordance with 
the direction of the Teva III com. For all of the reasons explained above, FDA's 
interpretation here is fully consistent with the statutory language and the extensive 
regulatory and judicial history concerning the agency's treatment of the court decision 
trigger issue. 



' It bears noting that one event tliat can trigger forfeituie under ilie MMA is a "a settlement or consent 
decree that enters a finaljudgment that includes a finding tliat the patent is invalid or not infringed." 21 
U.S.C. g 355(j)(5)(D)(i)(I)(bb)tBB) (2005). As explained above, tlie MMA amendments do not apply to 
pravastatin except in one respect {see note 2, supra) and are not at issue in this decision. The agency's 
determination to apply the "holding-on-the-mcrits" standard under the pre-MMA statute does not reflect an 
agency view as (o the proper scope or interpretation of iliis forfeiture provision or any other forfeiture 
provision in the MMA. 
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Teva 1 also suggested that the Teva-Syntex dismissal should satisfy the court 
decision trigger requirement because it "support[ed] estoppel to the same extent as the 
grant of partial summary judgmental issue in Gra/mfec." Teva/, 182F.3dat 1011. For 
the reasons explained in section Vl.KA, supra, however, FDA does not believe that the 
court decision trigger provision should be interpreted to embrace dismissals based on 
underlying statements that have estoppel effect unless the decision evidences a court 
holding on the merits of the patent claims. Applying the "holding-on-the-merits" 
interpretation, it is clear that the Teva-Syntex dismissal was materialiy distinguishable 
from the decision at issue in Graniilec. 

The underlying decision in Gramttec was a memorandum decision by the court 
granting a motion for partial summary judgment of noninfringement based on the 
patentee's concession that the defendant*s product did not infringe. Glaxo. Inc. v. 
Boehringer Ingelheim Corp., No. 95-CV-01342 (D. Conn. Oct. 7, 1996) (memorandum 
decision). The court's grant of summary judgment is clearly a holding on the merits of 
patent noninfringement as a matter of law.** See Fed. R. Civ. Proc. 56(c) ("The judgment 
sought shall be rendered forthwith if the pleadings, depositions, answers to 
interrogatories, and admissions on file, together with the affidavits, if any, show that 
there is no genuine issue as to any material fact and that the moving party is entitled to a 
judgment as a matter of law."). In contrast, the Teva-Syntex case was dismissed on 
jurisdictional grounds based on Teva's lack of a reasonable apprehension of suit. See 
Teva I, 1 82 F.3d at 1 004. Once the court recognized that it lacked jurisdiction, it 
appropriately refiised to decide the merits of the case and granted Syntex's motion to 
dismiss. Thus, FDA's textually-based interpretation is entirely consistent with its 
determination that there was a court decision trigger in Gramitec, but not in the Teva- 
Syntex case. 

B. FDA's Interpretation is Most Facially Supportable and is Consistent with 
Important Policy Goals of Regulatory Clarity and Certainty 

The legislative history for the Hatch- Waxman amendments clearly reflects a 
congressional intent to expedite approval of generic drugs and promote competition in the 
dnig marketplace. H.R. Rep. No. 98-857, Pt. 1, 98th Cong., 2d Sess. at 14-15, reprinted 
in 1984 U.S.C.C.A.N. 2647-48. However, to achieve these policy goals, Congress 
established a regime that depends on ANDA applicants to challenge drug patents to 
enable earlier approval of generic drugs and, tliereby, promote competition. Congress 
clearly believed that ANDA applicants needed an incentive beyond the prospect of earlier 
generic market entry to take on the litigation risks associated with challenging drug 
patents. This Congressional belief is manifested in the statutory provision for 180-day 
exclusivity under section 505(j)(5)(B)(iv). 



" Consistent with its decision in the Graniiiec cqsc, FDA's interpretation does not demand, and tlie agency 
does not intend to limit its scope to, court decisions following a full trial. The stalutoiy language "decision 
of a court" in section 505(j)(S)tB)(iv)(n) docs not require such a narrow reading; nor does the legislative 
history appear to indicate Congressional intent for the language to be read in such a manner. 
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A relatively broad inleipretalion of Ihe court decision trigger, such as the estoppel 
standard, makes it easier to trigger 180-day exclusivity. In any specific case, this may 
speed approval of subsequent AKDA applicants and, therefore, competition in the 
marketplace. However, a relatively broad trigger for 180-day exclusivity could diminish 
the value of 180-day exclusivity to ANDA applicants, and tlius it might also reduce the 
incentive for ANDA applicants to challenge an imiovator's patents. A relatively narrow 
interpretation, such as the "holding-on-the-merits" standard, may slow approval of 
subsequent AND As and competition in a specific case, ft could, however, make 
exclusivity more valuable, and thus make patent challenges more common overall, In 
any event, tlie legislative history offers little if any guidance as to which interpretation 
Congress might have preferred, and thus it is appropriate to apply the interpretation most 
consistent with the plain language of the provision. See. e.g.. leva, 410 F.3d at 54. 

In tlie absence of clear Congressional intent to promote another policy objective, 
the agency considers clarity and certainty of critical importance. Because of the huge 
financial consequences that result from gaining or losing six months of ANDA marketing 
exclusivity, drug companies have creatively construed the FDCA and relevant court 
decisions to gain whatever marketing advantage they can. This dynamic is demonstrated 
with remarkable clarity by Apotex's and Teva's having taken legal positions with respect 
to the Apotex-Bristol dismissal that are diametrically opposed to their positions in the 
original Teva litigation during 1999 and 2000. This change of positions is not surprising 
because their roles are reversed: with respect to pravastatin, they each occupy the seat 
the other occupied with respect to ticlopidine. Indeed, the parties' (as well as the Generic 
Pharmaceutical Association's) disparate policy arguments for and against easier 
triggering at different times underscores that there may be no clearly preferable position 
from a policy perspective. See. e.g., Teva Pbarms. USA, Inc. v. FDA, No. 05-1469 
(D.D.C.) (0pp. of Intervcnor-Defendant Apotex Inc. to Mot. of Generic Pharmaceutical 
Ass'n for Leave to File Brief as Amicus Curiae, at 2-4, filed Sept. 9, 2005) (noting that 
the Generic Pharmaceutical Association has made policy arguments both for and against 
a broad interpretation of the court decision trigger in different cases). 

The stipulated order dismissing the Apolex-Bristol case could reasonably be 
viewed as an effort to tailor a dismissal order to satisfy the estoppel standard discussed in 
Teva I. It includes a statement on its face that Bristol had committed not to sue Apotex 
for patent infringement. It expressly states that the case is dismissed for lack of subject 
matter jurisdiction on the basis of Bristol's assurances. Nevertheless, Teva challenged 
the agency's determination on multiple grounds, including whether Bristol's statements 
had estoppel effect and whether the order constituted a decision of a court as a matter of 
federal civil procedure law. 



' The agency's brief on appeal to the Teva ///court indicates the potentially myriad complexities of 
attempting to apply an cstoppcl-based standard; 

The considerations that the district court's decision make crucial - whether the dismissal for lack 
of jurisdiction resulted from a motion or a stipulation, whetlier the dismissal was effected under 
one procedural rule or another, whether the dismissal recites that the court found "good cause" for 
it, whether the court considered papers beyond tlie motion or stipulation itself, whether tlie court 
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FDA's experience suggests that drug companies will continue to litigate over 
exclusivity issues whenever the potential financial rewards are sufficiently higli. Were 
FDA to adopt a standard less objective and clear than the "holding-on-the-merits" 
standard, the opportunities for disputes regarding the tripping of the court decision trigger 
would increase. Further, it seems reasonable to assume that applicants are more likely to 
conclude (hat their chances of success in court are better in cases concerning patentee 
estoppel because of FDA's lack of expertise on this issue. 

It is in the public's interest, as well as FDA's own interest, to have exclusivity 
triggering determinations governed by a legal regime that is clear and easily 
administered. Encouraging highly-interested and well-fmanced litigants to pursue ever- 
finer distinctions, ever farther removed from the language of the statute and from its 
purposes, does not advance the public's interest. It offers no guarantee of more rapid 
generic dr\ig approvals, only a higli likelihood of delay due to litigation, and the prospect 
that this area of law will remain unnecessarily unstable, thus undermining marketplace 
certainty and interfering with business planning and investment. 

C. Application of FDA's Interpretation to the Apotex-Bristol Dismissal 

Under FDA's inteqDretation, it is clear that the July 23, 2004, stipulated order 
dismissing the Apotex-Bristol declaratory judgment action is not a court decision 
"holding" that the subject patents are invalid, not infringed, or unenforceable. Nowhere 
on the face of the order is there such a detennination by the court regarding any of the 
patents at issue. Even if Bristol's assurances to Apotex, incorporated into the dismissal 
order, were later determined by a court to estop Bristol from suing Apotex for 
infringement, the July 23, 2004 dismissal itself does not contain a holding on tlie merits 
of patent invalidity, noninfringement, or unenforceability — the issues specified by 
Congress in the statute (and FDA by regulation). Indeed, the dismissal order makes clear 
that the case was dismissed for procedural reasons (lack of subject matter jurisdiction) 
based on Bristol's representations without a holding on the merits of Apotex's 
declaratory judgment patent claims. 

FDA has thus concluded that 180-day exclusivity for pravastatin was not 
triggered by the July 23, 2004 dismissal. Absent a material change in circumstances, 
FDA intends to approve only those ANDAs eligible for 180-day exclusivity for 
pravastatin when the '227 patent (including its period of pediatric exclusivity) expires on 
April 20, 2006. Approvals of all other pravastatin ANDAs will be delayed for 180 days 
afier exclusivity has been triggered."^ 



held a hearing, and the like . . . bear no relationsfdp either to wJiether the decision "hold[s] tlic 
patent ... to be invalid or not infringed" .... 

Br. for tlic Federal Appellants at 54 (filed Dec. 22, 2005), 

'° Apotex asserted that the Apotex-Bristol dismissal applied to the 10 mg, 20 mg, 40 mg, and 80 mg 
strengths of pravastatin. Because FDA has determined that the Apotex-Brislol dismissal docs not qualify 
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III. Conclusion 

FDA interprets the court decision trigger provision to require a decision of a court 
that on its face evidences a holding on the merits of patent noninfringement, invalidity, or 
unenforceability. The July 23, 2004, Apotex-Bristol dismissal does not contain such a 
holding. FDA therefore denies Apolex's request for an agency determination that 1 80- 
day exclusivity for pravastatin has been triggered and run. 

Sincerely, 



(^2^(V^J*^^ 



Gary Buehler 

Director 

Office of Generic Drugs 

Center for Drug Evaluation and Research 



as a court decision trigger for any strength of pravastatin, FDA need not decide (and this decision should 
not be construed as deciding) whellier the dismissal order encompassed all four strengths. 
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EXHIBIT B 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporary Restraining Order and/or Preliminary Injunction 
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312.222.6304 telephone 
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an «•) doni; ■ r 312.222.6301 telephone 

312.222.6321 facsimile 
wrakoczvfg) nniTisleBal.com 

August 31, 2005 

CONFIDENTIAL ANDA DOCUMENT- 
NOT TO BE DISCLOSED OUTSIDE FDA 

VIA FedEx® and E-Mnil 
Mr. Gary Buehler 
Director, Office of Generic Drugs 
Center for Drug Evaluation and Research 
U.S. Food and Drug Administration 
HFD-600, Metro Park North 11 
7500 Standish Place, Room 150 
Rockville, ^rD 20855-2773 

Re: Apotcx Inc.'s ANDA No. 77-306 for Ondansetron Hydrochloride Tablets 
4 mg and 8 mg 

Dear Mr. Buehler: 

On behalf of Apotex Inc.. we respectfully request that tlie Agency confirm the 



following: 



Subject to all other substantive requirements for approval, Apotex will be eligible 
for, and receive, immediate final approval of its ANDA No. 77-306 for 
Ondansetron Hydrochloride Tablets 4 mg and 8 mg when U.S. Patent No. 
4,753,789 ("the '789 patenf ') expires; 

Apotex's final approval will not be delayed by any unexpired 3 80-day exclusivity 
under 21 U.S.C. § 355G)(5)(B)(iv) for these drug products; and 

The May 25, 2005, Order (Ex. E) dismissing tlie lawsuit brought by Glaxo Group 
Limited and SmithKline Beecham Corporation (collectively, "GSK") alleging 
infringement of U.S. Patent No. 5,344,658 ("the *658 patent") constitutes a 
"decision of a court" under 21 U.S.C. § 355(j)(5)(B)(iv)(n) that triggered any 
exclusivity arising out of that patent as of June 24, 2005. 
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Mr. Gary Buehler 

Center for Drug Evaluation and Research 

U.S. Food and Drug Administration 

August 31, 2005 

Page 2 



Apolex requests the courtesy of a response by the end of business on November 1 , 2005 . If we 
do not hear from tlie Agency by tlien, Apotex will assume that its request has been denied and 
take appropriate action to protect its rights. 

I. INTRODUCTION 

Apotex and several other applicants have filed ANDAs for generic ondansetron 
hydrochloride tablets with paragraph IV certifications to some or all of the Orange-Book listed 
patents for Zo&an®, the reference-listed drug at issue here. Based on public statements, an 
applicant otlier than Apotex claims to have 180-day generic exclusivity by virtue of having filed 
a paragraph IV certification to the '658 patent. If such exclusivity exists, the dismissal, with 
prejudice, of GSK's patent infiingement action against Apotex triggered that exclusivity with 
respect to the '658 patent, 

As detailed below, GSK filed suit against Apotex alleging infringement of the 
'658 patent. The parties ultimately stipulated to the dismissal of that action on May 18, 2004, 
after GSK stipulated to non-infringement and covenanted not to sue Apotex for infringement of 
the '658 patent based on the importation, manufacture, use, sale or offer for sale of ondansetron 
hydrochloride tablets that are the subject of, and described in, Apotex's ANDA No. 77-306. The 
dismissal of GSK's infrmgcment action was with prejudice and contained GSK's express 
aclcnowledgement that Apotex's ANDA products do not infringe the '658 patent. The court 
entered the dismissal order on May 25, 2005. 

Under 21 U.S.C. § 3550)(5)(B)(iv)(II), generic exclusivity is triggered by "a 
decision of a court . . . holding tlie patent which is the subject of the certification to be invalid or 
not infringed." The court's May 25, 2005 dismissal order is such a court decision. Indeed, even 
if someone erroneously believed that dismissal order did not fall within plain language of statute 
(which it does), m light of GSK's covenant not to sue and the terms of the dismissal order, which 
is final and unappealable, GSK is precluded from suing Apotex on the '658 patent. Under the 
D.C Circuit's decisions in Teva Pharmaceuticals, USA, Inc. v. FDA, 182 F.3d 1003 (D.C. Cir. 
1999) CTeva /") and Teva Pharmaceuticals, USA, Inc. v. FDA, No. 99-5287, 2000 "WL 1838303 
(D.C. Cir. Nov. 15, 2000) {"Teva IF), this dismissal order constitutes a court decision sufficient 
to trigger the running of any exclusivity that might have existed for the '658 patent as of June 24, 
2005, at the latest. 

Accordingly, any exclusivity awarded based upon a paragraph IV certification to 
the '658 patent will expire no later than December 20, 2005, and cannot delay Apotex's approval 
beyond the expiration date of the '789 patent. Apotex seeks confirmation of this fact from the 
Agency. 
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U. BACKGROUND 

A. Reference-Listed Drug And Orange Book Patents. 

The reference-listed dnig upon which Apotex based its ANDA is GSK's 
prescription drug Zofhm® (ondansetron hydrochloride) Tablets 4 mg, 8 mg, and 24 mg. FDA 
first approved that drug under New Drug Application (NDA) No. 20-103 on December 31, 1992, 

GSK has submitted information on four patents for listing in die Orange Book in 
connection with Zofran® (ondansetron hydrochloride) tablets and NDA No. 20-103. Those 
patents are: 

a U.S. Patent No. 4,695,578, which expired on January 25, 2005 (with pediatric 
exclusivity expired on July 25, 2005); 

• U.S. Patent No. 5,578,628. which expired on February 16, 2005 (with pediatric 
exclusivity expired on August 16, 2005); 

U.S. Patent No. 4,753,789, which expires on June 24, 2006 (with pediatric 
exclusivity expiring on December 24, 2006); and 

« U.S. Patent No. 5,344.658, which expires on September 6, 2011 (with pediatric 
exclusivity expiring on March 6, 2012). 

B. Anotcx*s ANDA No. 77-306 For Ondansetron Hydrochloride Tablets 4 mg 
And 8 mg. 

On September 30, 2004, Apotex submitted ANDA No. 77-306 for generic 
ondansetron hydrochloride tablets 4 mg and 8 mg. For all tablet strengths, Apotex's ANDA 
contains a paragraph III certification under 21 U.S.C, § 3550)(2)(A)(vii)aiD to the '578, '628, 
and '789 patents, thus signifying that Apotex does not intend to market its ondansetron 
hydrochloride products until after die expiration of those patents and their conespondmg 
pediatric exclusivities. Apotex submitted a paragraph IV certification, pursuant to 21 U.S.C. 
§355G)(2)(A)(vii)(IV), to the '658 patent. As required by 21 U.S.C. §§ 355G)(2)(B)(i)-(n), 
Apotex provided the requisite notice of its ANDA and paragraph IV certification, together witli 
the factual and legal bases for that certification, to GSK, the patentee and NDA-holder. 

B. Other Ondansetron Hydrochloride ANDAs. 

Based on publicly available information, Apotex believes that several other 
applicants apparently have submitted ANDAs for ondansetron hydrochloride tablets with 
paragraph IV certifications to some or all of the listed patents in the Orange Book. Further, one 
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or more of the other ANDAs ™th paragraph IV certifications to the 'eSS patent may have been 
SBbmitted before Apotex's ANDA. We understand, for example, that FDA considers 
Dr. Redd/s Laboratories (DRL) to be the first appUcant to submit a paragraph IV ANDA (No_ 
76-183) for the 4 mg. 8 mg, and 24 mg strength ondansetron hydrochlonde tablets to all four of 
flie Orange-Book listed patents. (As we understand it. DRL subsequently amended its 
application to contain a paragraph III certiaoation to the '578 patent.) 

By virtue of tliese purportedly previous ANDAs. FDA may consider DRL (of 
perhaps others) to be ehgible for 1 SO-day exclusivity periods for those dmg products P-^suant to 
91 use « 355(i)(5)(B)(iv). Such exclusivity could delay approval of all subsequent paragraph 
IV ANDA-filers until 1 80 days after either first commercial marketmg of each drug product by 
the first-filer or a court decision on the listed patents, whichever is earher. 

C. Apotox Obtains A "Decision Of A Court" That Triggers Any 180-Day 
Exclusivity For Ondansetron Hydrochloride Tablets With Respect To The 
'658 Patent. 

On January 14, 2005, after receiving Apotex's stawtorily-required notice letter, 
OSK filed an action against Apotex in the U.S. District Court for the District of New Jersey 
piLant to 21 U.S.C. § 3550) -d 35 U.S.C. § 271. (Ex. A) GSK's ^-^^P'^ « *h ' 
Apotex's ANDA products would, if marketed, infnnge the '658 patent. On March 22, 2005 
Anotex answered GSK's complamt and counterclaimed for mvalidity and non-mfirmgement of 
the '658 patent. (Ex. B). On April 11, 2005. OSK responded to Apotex's counterclaims by 
denying invalidity and non-inftingement. (Ex. C). 

As part of the litigation, Apotex produced to GSKL a copy of Apotex's ANDA No. 
77-306 Upon reviewing Apotex's ANDA, GSK concluded that Apotex^s ANDA products 
would not infringe the ^658 patent. After being apprised of GSK's position the parties entered 
Za Covenant Not to Sue and Stipulation of Non-lnfegement. ^x. D). The parties also 
submitted to the court hearing GSK's infringement case a stipulation of dismissal with prejudice. 
That dismissal order provides, in pertinent part: 

WHEREAS, pursuant to the Agreement, Plaintiffs Glaxo Group Limited and 
SmithKline Beecham Corporation (collectively "GlaxoSmithKline") stipulate and 
agree that the ondansetron hydrochloride tablets that are the subject of and 
described m Apotex hic.'s ANDA No. 77-306 do not in/tinge, and if imported, 
manufactured, used, sold or offered for sale in the United States ..c»«W«a^ 
hifringe, any claim of GlaxoSmithKline's U.S. Patent No. 5,344,658 ("the 658 
patent"); and 

WHEREAS, GlaxoSmithKline has represented that it will not sue Apotex for 
infringement of the '658 patent hased on the importation, manufacture, use, sale 
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or offer for sale of ondansetron hydrochloride tablets that are the subject of and 

described in ANDANo. 77-306; 

+ * * 

THEREFORE based on the referenced Agreement, the parties, by their 
undersigned altomeys, hereby stipulate and agree to the dismissal of the parties' 
respective claims and counterclaims with prejudice. 

(Ex E (emphasis added).) The May 25, 2005, Order became a final decision from which no 
appeal has been, or can be, taken on June 24, 2005, at the latest. On June 1, 2005, in accordance 
with 21 C.F.R. § 314.107(e), Apotex submitted a copy of this decision to OGD. 

The court's order triggered any exclusivity for ondansetron hydrochloride tablets 
arising out of the *658 patent. Consequently, such exclusivity will expire no later than December 
20, 2005, thus leaving no barrier to final approval for Apotex upon expiration of the *7S9 patent. 

m. ANALYSIS 

A. Under The Plain Language Of The Statute, The Dismissal Of GSK's 
Infringement Action Against Apotex Triggers Any Exclusivity Attaching To 
The *658 Patent. 

Tlie furst company to file an ANDA containing a paragraph IV certification to an 
Orange Book-listed patent is eUgible to receive 180 days of generic exclusivity: 

(iv) If the application contains a certification described in subclause (IV) of 
paragraph (2)(A)(vii) and is for a drug for which a previous application has been 
submitted under this subsection contmumg \_sic\ such a certification, the 
application shall be made effective not earlier tlian one hundred and eighty days 
afler- 

(I) the date the Secretary receives notice from the applicant under the previous 
application of the first commercial marketing of the drug under the previous 
application [the "commercial marketing trigger"], or 

(II) the date of a decision of a court in an action described m clause (iii) 
holdmg the patent wliich is the subject of the certification to be invalid or not 
infiringed [the "court decision trigger"], 

whichever is earlier. 



Case 1:06-cv-01890-RMC Document 3-5 Filed 11/06/2006 Page 7 of 46 



Mr. Gary Buehler 

Center for Drug Evaluation and Research 

U.S. Food and Drug Administration 

August 31, 2005 

Page 6 



21U.S.C.§355G)(5)(B)(iv).^ 



Here, GSK filed a patent infringement suit against Apotex and the court has 
entered a dismissal order stating that Apotex's ANDA products "do not infringe, and if imported, 
manufactured, used, sold or offered for sale in the United States would not infringe, any cl^ 
of GSK's *658 patent. The order constitutes a "decision of a court . . . holding the patent which 
is the subject of the certification to be invalid or not infringed." In other words, this order 
constitutes an adjudication on the merits of the patent dispute. 

CousequenUy, Apotex's May 25, 2005, court decision satisfies the court decision 
trigger, and triggers any exclusivity awarded for the '658 patent. Accordingly, Apotex should, 
subject to all other substantive reqmrements for approval, receive fmal approval of its 
ondansetron ANDA immediately upon expiration of the '789 patent. 

B. Under ControUing D.C. Circuit Case Law, A Dismissal Order "With 
Preclusive Effect Triggers Generic Exclusivity. 

Even if one could argue that the dismissal of a patent infrmgement action with 
prejudice is not a "decision" or a "holding" of a court finding the patent invalid or not infringed, 
such a dismissal order does constitute "a decision of a court" under § 355(j)(5)(B)(iv)ai), so long 
as it has preclusive effect. Controlling D.C. Circuit precedent so holds. 

1. The D.C. Circuit's ControUing Authority. 

The dismissal of GSK's patent infringement action here constitutes a "decision of 
a court" under § 355G)(5)(B)(iv). The D.C. Circuit's decisions in Teva I and Teva II reqmre this 
result. 

The D.C. Circuit has explicitly held that the dismissal of a declaratory judgment 
action for lack of subject matter jurisdiction constitutes a "court decision" sufficient to trigger the 
180-day exclusivity, so long as it has estoppel effect under the patent laws. See Teva /, 182 F.3d 
at 1008; Teva II, 2000 WL 1838303. The facts and reasoning of the Teva decisions control here, 
and requhe FDA to treat tlie dismissal of GSK.'s patent infiingement action as a triggermg court 
decision under § 355a)(5)(B)(iv)(II). 



> The Medicare Prescription Drug, Improvement, and Modernization Act of 2003, Pub. L. No. 108-173, 117 Stat. 
2066 (2003) ciianged the !80-day exclusivity provision of the 1984 Halcli-Waxinan Amendments (formally known 
as the Drug Price Competition and Patent Term Restoration Act, Pub. L No. 98-117, 98 Stat. 1585 (1984) (codified 
as amended at 2 1 U.S.C. § 355 and 35 U.S.C. § 27 1)). Those changes are not applicable here, however, because, as 
we understand it, Dr. Reddy's Laboratories* ANDA No. 76-183, which FDA considers to be the first ANDA 
submitted containing paragraph IV certifications to the relevant Orange Book-listed patents, was filed on or before 
December 8. 2003. 
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In the reva cases, Apotex (then known as TorPharm) submitted the first 
paragraph IV ANDA for a generic version of Hoffinan-La Roche's prescription drug ticlopidme 
Land-name Ticlid®). The patentee. Syntex, did not sue Apotex or ^V subsequent ANDA 
applicants for infringement. By virtue of submitting the first paragraph IV ANDA. FDA 
awarded Apotex sole 180-day exclusivity for generic riclopidme, which delayed the approval oi 
all subsequent applicants until 180 days after first commercial marketing or a court decision of 
non-infringement, wliichever is earlier. 

Apotex's competitor. Teva. while awaiting ANDA approval, filed a declaratoiy 
judgment action against Syntex seeking a declaratory judgment of noninfiingement of Syntex s 
listed patent See Teva /, 182 F.3d at 1006, Teva did so in order to obtam a court decision that 
would trigger Apotex's 180-day exclusivity period, thereby allowing Teva to inarket its generic 
dmg Id at 1004. The same day Teva sued, Syntex sent Teva a letter stating: We will tnake no 
clahn of patent infringement based on the sale of ticlopidine hydrochloride tablets having the 
formulation you have disclosed to us." Id. at 1006. Syntex then moved to dismiss the complaint 
for lack of subject matter jurisdiction, explaining: 

Given Syntex's express assurance that it would not bring suit against Teva on the 
'592 patent, Teva can have no reasonable apprehension tliat it will face a lawsmt 
for infringement of the '592 patent. Widiout such reasonable apprehension, no 
acmal case or controversy exists of sufficient hnmediacy or reality lo base 
jurisdiction over Teva's declaratory judgment claim. 

Id The district court granted Syntex's motion, holding that Teva "lacks a reasonable 
apprehension of suit by Syntex for infringement" of the patent at issue and, therefore there was 
"no justiciable case or controversy between the parties concerning any infrmgement by Teva ot 
the '592 Patent" Id. 

FDA subsequently refiised, wiUiout explanation, to recognize the dismissal of 
Teva's declaratory judgment action as a triggering court decision. Among other things, FDA 
refused to explain why tlie Agency had previously recognized as a triggermg decision the grant 
of partial summary judgment based on the patentee's admission of noniofrmgement, but declined 
to give similar effect to Teva's dismissal based on a finding of no reasonable apprehension of 
suit arising from the patentee's stated intention not to sue. 

Teva challenged the Agency's refiisal to recognize the dismissal as a triggering 
court decision. The district court sided with FDA, holdmg that the dismissal order did not fall 
within the plain language of the statute, which requires "nothing less tlian a decision on the 
merits" See id at 1007. On appeal, however, the D,C. Circuit reversed, holding that: 
(1) FDA's interpretation refiising to recognize Teva's dismissal as a court decision is not enUtled 
to Chevron deference; (2) FDA "cannot avoid the merits of Teva's contention that the Cahfomia 
dismissal satisfies tlie 'court decision' requirement under § 355a)(5)(B)(iv)(ID"; and (3) FDA s 
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response was arbitrary and capricious. Id, In reaching these conclusions, the court made two 
separate findings that are applicable here. 

First the D C Circuit determined tliat the Agency's refusal to recognize the 
dismissal as a triggermg court decision is not compelled by tiie statutory language which merely 
requires a "decision of a court holding the patent . . . invalid or not mfiringed. See id at 1007. 
Such a "decision." the court explained, can take many forms and "tlie relevaiit consideration is 
the estoppel of the patent holder from later claiming that the ANDA apphcarit is Uab ie for patent 
in&ingemenL" Id. at 1009; see also id at 1007. Wliere estoppel exists, the dismissal consUtutes 
a court decision. 

The D C Circuit noted that "Syntex's declaration and conduct elmiinated the 
need for a declaratory judgment because Syntex would be estopped from f f ;^e"Sing Jev^^^^ 
marketing of its generic drug on the ground of patent infengement." Id at 1008. The court 
further explained: 

The conclusion that tlie California dismissal has estoppel effect is supported by 

the decisions of the United Slates Court of Appeals for the Federal Circuit. That 

court has recognized that a dismissal of a declaratory judgment action for lack of 

a case or controversy due to the patent holder's disavowal of any intent to sue for 

mfringement has preclusive effect. 

+ * * 

Put otherwise, the California dismissal appears to meet the requirements of a 
triggering "court decision" because that court had to make a predicate finding 
with respect to whether Syntex would ever sue Teva for mfringement m order to 
conclude that there was no case or controversy between the parties. 

* * * 

Although the dismissal was not a judgment on the merits after consideration of 
evidence presented by the parties, there was no need for such a procedure here 
because the dismissal sufficed to estop Syntex from suing Teva for patent 
mfringement. This is the result Uiat appears to be the purpose of the triggenng 
"court decision" provision. A contrary view, as Teva contends, means that the 
patent holder could manipulate the system in order to block or delay generic 
competition by stating that tlie patent holder will not enforce its patent against the 
Paragraph IV challenger. For these reasons, the Califorma dismissal would 
appear to meet the requirements of a "court decision" under § 355G)(5)(B)(iv)(II). 

Id. at 1008-09 (citations omitted). 

Second, the D.C. Circuit held that "it is unclear that a triggering 'court decision' 
need explicitly hold the patent at issue is 'mvalid' or is 'not infringed' m order to trigger the 180- 
day period of market exclusivity." Id at 1009. In reaching this conclusion, the court noted that 
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both FDA and the Federal Circuit recognize that a decision that a patent is "unenforceable" also 
suffices as a court decision, even though the statute says only if the patent is mvalid or 'will 
not be infringed." Id. FDA included "unenforceability" because, m its own words, it would lead 
to absurd results otherwise. Id, As such, the court rejected as "unpersu^ive" any attempt by 
FDA to treat unenforceability, which is included in the regulation, any differently than estoppel 
for purposes of §355G)(5)(B)(iv)(ID. Id. The court explained: 

As the FDA and [Apotex] concede, Syntex cannot sue Teva for patent 
infringement as a result of the California dismissal. In its regulations, the FDA 
added 'unenforceability' to the list of what qualiHes as a 'court decision because 
it concluded tliat implementing the statute in any other way would be contrary^ to 
Congress^ intent and produce absurd results .... However, the sittiation 
presented here appears no less absurd because Teva can never be sued by Syntex 
for patent infringement, but the FDA has nevertheless concluded that the 
California dismissal cannot satisfy the 'court decision' requirement of the statute. 
Thus the FDA's application of the statute to this case runs counter to its 
expliiation for permitting unenforceability to qualify as a 'court decision.* 

Id. at 1010 (citations omitted.) 

The D C Circuit reversed and remanded the district court's decision to afford 
FDA the opportunity'to address "the merits of Teva's contention that the California dismissal 
l^t^is^loun decision' requirement . . . ." Tava II, 2000 WL 1838303. at n On remand. 
FDA repeated "its claim that the Calitbmia dismissal did not slate on its face that the mderlymg 
patent was not infringed and that refusing to look beyond the face of the order served goals of 
administrative convenience." Id The district court flatly rejected this explanation. On appeal 
the DC. Circuit agreed, holding that the ''judgment of the agency fails for want of reasoned 
decisiomnaking." and stating that the Agency had failed to provide any meamngful basis for 
departing from its past interpretation and precedent. Id at *2. 

The Teva I and II ruhngs remain the controlling rule of law on determining what 
will and will not constitute a court decision sufficient to trigger under § 355(j)(5)(B)Civ)(n). 
Under this rule of law, so long as a dismissal has preclusive effect, it consUtutes a triggering 
court decision. 



^ FDA considered a proposed rule under which such a dismissal would not constitute a court decision trigger. See 
64 Fed Reg. 42873, 42881 (Aug. 6, 1999). However, after reconsidering the Teva decisions and comments FDA 
4c?ed and formaliy withdrew its proposed rule in November 2002 and continues to regulate duectly from the 
statute, just as it had done before Teva. See 61 Fed. Reg, 66593, 66594 (Nov. 1. 2002). 
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2 The Dismissal Of GSK's Action Triggers Any 180-Day Exclusivity On 

The *658 Patent And Entitles Apotex To Final ANDA Approval 
Immediately Upon Expiration Of The '789 Patent. 

The controlling test for a triggering court decision under § 355G)(5)(B)(iv), as 
articulated by the D.C. Circuit, is whether the decision estops or precludes the patentee "from 
later claiming that the ANDA applicant is liable for patent infringement." Teval, 182 F.3d at 
1009 If so it is a triggering court decision under the statute. As applied here, the dismissal ol 
GSK's patent infringement suit against Apotex, with prejudice, precludes fiiture litigation 
between the parties on tlie '658 patent. 

The May 25 2005, dismissal order here explicitly is based on, inter alia, GSK's 
covenant not to sue Apotex and its admission that Apotex's ANDA products do not infringe the 
'658 patent FDA need not look beyond the face of the order and covenant to confirm this fact 
The order dismisses GSK's infringement action based upon its covenant not to sue and its 
representations that: (1) Apotex ANDA products "do not ininnge" the '658 patent; and (2) it 
"will not sue Apotex for infringement of the '658 patent based on the manufacture, use, sale, 
offer for sale or importation of Apotex's generic ondansetron hydrochloride tablet product that 
are the subject of ANDA No. 77-306." (Ex. E). 

Plainly GSK has disavowed any intent to sue Apotex. As the D.C. Circuit 
acknowledged, the Federal Circuit "has recognized that a dismissal of a declaratory judgment 
action for lack of a case or controversy due to the patent holder^s disavowal of any intent to sue 
for infringement has preclusive effect.'^ See Teva /, 182 F.3d at 1008 {sXUngSpectromcs Cojv^y 
H.B. Flier Co 940 F.2d 631, 636-38 (Fed. Cir. 1991) (holding tiiat by filmg with the district 
court a covenant not to sue the declaratory judgment plaintiff for infringement of the patent-m- 
suit, the patentee was "forever estopped from asserting the ... patent claims against the 
[declaratory judgment plaintiff]")); Super Sack Mfg. Corp, v. Chase Packaging Corp, 57 F.3d 
1054 1059 (Fed Cir. 1995) (holding that patentee "is forever estopped by its counsels 
statement of nonliability, on its face and as explamed during oral argument before this court, 
from asserting liability against Chase in connection with any products that Chase made, sold, or 
used on or before July 8, 1994. This estoppel, in turn, removes from Uie field any controversy 
sufficiently actual to confer jurisdiction over tliis case."); see also Fim Research. S.A. v. Baroid 
Ltd., 141 F.3d 1479, 1483-84 (Fed. Cir. 1998) (discussing Super Sack and Speclronics). 

Thus tlie dismissal order precludes GSK's from asserting the '658 patent agamst 
Apotex in the fiiturc. As in Teva, the dismissal meets all the requirements of a "decision of a 
court" under § 355G)(5)(B)(iv)(n). Accordingly, there can be no barriers to final approval ot 
Apotex's ANDA once the '789 patent expires. Any 180-day exclusivity for ondansetron 
hydrochloride tablets arising out of the '658 patent was triggered, at the latest, on June 24, 2005, 
and will have expired, at the latest, by December 20, 2005. Subject to all other substantive 
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requirements for approval, Apotex is entitled to immediate final approval on expiration of the 
'789 patent. 

IV. CONCLUSION 

For all these reasons, Apotex requests, and is entitled to, confirmation tliat: 
(\) Apotex will, subject to all other substantive requirements for approval, receive fmal approval 
/i^'ondansetr'on ^NDA upon expiration of the '789 patent; (2) its final aPProval wil not e 
delayed by any unexpired 180-day exclusivity on the '658 patent; and (3) any 180-day 
eSsivi^ o"L '658 patent was'^iggered by the dismissal of GSK's patent mirmgement 
action. We look forward to receivmg the Agency's response by November 1, 200^. 

Should you have any questions, please do not hesitate to contact us. 

Very truly yours, 

RAKOCZSTlvlQLrNO MAZZOCHI SIWIK LLP 




WilUam A. Rakoczy 



Enclosures 
cc {via e-mail): 



Elizabeth Dickinson, Office of Chief Counsel 
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IN THE UNITED STATES DISTRICT COtJRT 
FOR THE DISTRICT OF NEW JERSEY 






i-r'^ 




CIVIL ACTION NO. ^ // 



GLAJCO GROUP LIMITED and 
SMrmKLmE BEECHAM CORRORA'nON. 

Plaintifis, 

V. 

APOTBX INC., 

Defendant 

coMPLAmr 

PlaindfH Glaxo Group timited and SmiihKlme BeecHam Cgiporation, for their 
Complaint against defendant Apotex Inc., aver and allege as follows: 

.nJRTSDYCnON AND PARTIES 

1 . This is a civil action for patent in&ingeraent arising under the patent laws of the 
United States, 35 U.S-C §§ 2?! ageq- and21 U.S.C..§ 355. 

2. Plaintiff Glaxo Group Limited is an Engliah corporation having a registered office 
at Glaxo Wellcome House, Berkeley Avenue, Greenford, Middlesejc, UB6 ONN, Middlesex. 

England. 

3. Plaintiff SraithKline Beechani Corporation is a Pennsylvania corporation having a 
principal place of business at One Franklin Plaza, PhUadelphia, Pennsylvania 19102. Plaintiffs 
Glaxo Group Liraited end SroithKline Beechani Corporation shall hereinafter be refenred to 
jointly as "GlaxoSm^thKline." 

]-Fivi2aoa7t.t 
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4. Def»<totApot»Inc.(«Apoteni=apriva.dyk.ldC»»diancorpc«tion 

havingits principalp..c,ofbu.in.. at 150 Signa. Drive. Toronto, Ontario, CanadaM9L IT9. 
Novo^'phan^aUadivisionofApotex. inc. ta™.gitsprinoipalpb.c..ofb«sina.3at380 Elgin 

HillsRoad East, Pi^hmoadHiU, Ontario. Canadal4C5H2. Upon information and belief, 

ApoteKln=.conductsoon,il.nau.andsy=te»atiobus-nxe.sactiviUe.witMatheS.ateofNew 

Ter3.y.and.altema.ively.intends.on>ar.et^dseUtheae=u.eddrugprod.«inthaS.ateofNew 

Jersey. 

5. ' TW3Courtli3S>ri5aiotioapmsuanttothepatenUawscftheUml^Stat«,Title 

35U.S.C. and28US.C§§13n and 1338(a). Vetiucispioperinthi'sdistriapuvsuah^ 

U.S'.C. §§1351 and I4b0(b). 

PTRST CAUSE OF ACHON 
mwpmnRMEN T TT F .^-^vr^n c-;:;tk.s PATKNT NO. 5,344,658 

6. On September 6. 1994. United States Patent No. 5,344.658 ("Uae -esS patent") 
entitled "PROCESS AND COMPOSmON USING ONDANSETRON- was duly andiegally 
i.sned to D^d T. Collin. Since its issuance. Glaxo Gronp Limited bas been ttte as.ign.s and 
owner of the '658 patent SmithKUne Beecbam Corporation is the exclt^iv, Ucensee of the "658 
patent, A true and ootrect copy of the "658 patent is attached to flus Complaint as Exhibit A. 
7. CSlaxoSmitbKline is the bolder of approvedNew Drug ApplicaSons (hete'^afier 

■ .^n^As") under Section 505(b) of the Federal Food, Drug and Cosmedo Act (hereinafter the 

■ "Acf).21 U.S.a §355(b),ibrondanse.roahydrochloridetableucoveredbylhe-658pa.ent, 

g. On or aboalDecember?, 2004, GtooSmitKKline received a wrlttenNotice of 
Pat^Ceriification6omApo.ex.ta,h,gth..ApotexhasmedAbbreviatedNewDrug ' 

Application (hereh^er-ANDA") No. 77-306 seeking approval fiomthe JDA'to nr^ke, 
.„d^setronbydrooh,oridetabletspursunn,toScction505a)oEtheAct,21U.S.C.53550-):prior 



i-PEt/mowi.i 
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patent is invalid. 

,, p„rsu»no-35U.S.C,§27l(.)(2),Apot»'.miogoftM.AKDAis».acmaU. 

10. A.suoh,Defe„d».sApotexh.vein«ng«ith.-fi58p.tentaa4.uchinih.gem.nt 

will coDtinue unless sBJoined by Ibis Cpuit. 

ppAV|rgi;nBRF.MEF 

WHEEEFOKB, platoUffs pray for ■'"'1?"^'"= 

1 • pi„dmgthatdefead»tstaveinfimg=dUmtedStat«Pal.ntNo.W44.658; 

■ 2 ■ Or<Iering*atthe.ffecuve<l.tecf..yapprov^ofdefcnd3n.=-.ppUcationuad.r 
S«So.505(i)ofO,= Fcde.aFo.d.D™ga.dCos.c<icAcUlx;.S.C,§355(i).Wa»,..on 
^a«>chloridet.b.e.s..d.boir^obenote.U«thanth.explr3Uoad.e.ofUmUdS..t« 

Patents Nos. 5,344,658; 

3 Awardmgplai.ti£6preU«inaryandfia3liBJunolions»joinked.fcnd»U=.d 

fl.,,offic.., ..e„.. sc^ts, employee. ..dprivi. ,o..contihuedinHng.».atofUdl«i 

States Patetos Nos. 5,344,658; aad 

4. Awardingptodffetheirrca5ouable.uon.dy3-fc-;i^t-.^tkdca'^t3^ 




1^ onn-^ BSbertA.White,^W-6063) ; 

Dated: January 14, 2005 MORGAN, I£WIS & BOCKIUS, LLP 



50Z Camegic: Ceater 
Princetoo,NJ 08540-6241 
(609) 919-6600 CTelephone) . 
(609) 919-6639 (Facsbnile) 

AtKirueya for Plaind^ 
Glaxo Group Limited and 
StoithKline Beecham Corporation 



1.PW12B0871.I 



Case 1:06-cv-01890-RMC Document 3-5 Filed 11/06/2006 Page 17 of 46 



FeMB-DE IS:0G Fronr 



f>F Qounsel 
Dennis J. Mondolino 

Lisa M. fern 

EichatdCPetlus 

MORGAN, LEWIS & BOCKIUS. LLP 

tOlParicAvoaue 

Ne^ York, New Yorlc 10178^0060 

(212) 309-6000 
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BEATTIE PADOVANO, LLC 
50 Chestnut Ridge Road 
P.O. Box 244 
Montvale,NJ 07645 
(201)573-1810 
JolmR.Holsinger(JH0281) 
jholsinger@beattielaw.com 
Vanessa R. Elliott (VE4752) 
velliott@beattielaw.com 
David L.Blaiilc(DBl671) 
dblank@beatrtelaw.com 

And 

RAICOCZY MOLINO MAZZOCHI SIWIK LLP 

6 West Hubbard Street, Suite 500 

Cliicago,IL 60S10 

William A. Rakoczy, Esq. {Pro Hac Vice Pending) 

wnikocz)'@nnmslegal.com 

Christine J. Siwik, Esq. {Pro Hac Vice Pending) 

csiwik@rmnislegal.com 

Jane J. Jaang, Esq. {Pro Hac Vice Pending) 

j j aang@mnn slegal.com 

Attorneys for Defendant Apotex, Inc. 



IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF NEW JERSEY 



GLAXO GROUP LIMITED and 
SMITHKLINE BEECHAM CORPORATION, 

Plaintiffs, 

vs. 

APOTEX, INC., 

Defendant. 



Civil Action No. 05-307 (JLL) 
rDocument Electronically Filed) 



ANSWER, AFFIRMATIVE DEFENSES, COUNTERCLAIM, 
AND DEMAND FOR JURY TRIAL 

Defendant, Apotex Inc. ( "Apotex"), for its Answer, Affirmative Defenses, Counterclaim, 

and Demand for Jury Trial to the Complaint of Plaintiff Glaxo Group Ltd. and SmithKline 
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Beecham Corporation {collectively, "Plaintiffs"), in which all averments not expressly admitted 
are denied, states as follows: 

JURISDICTION AND PARTIES 

1. This is a civil action for patent infringement arising under tlie patent laws of the 
United States, 35 U.S.C. §§ 271 etseq. and 21 U.S.C. § 355. 

RESPONSE: Apotex admits only that this action puiports to be one for alleged patent 

infringement, and denies the remaining averments of Paragraph 1 . 

2. Plaintiff Glaxo Group Limited is an English corporation havmg a registered office 
at Glaxo Wellcome House. Berkeley Avenue, Greenford, Middlesex, VB6 ONN Middlesex 
England. ' 

RESPONSE: Apotex lacks knowledge or information sufScienl to form a belief as to the hiith 
of tlie averments of Paragraph 2 and denies those averments on that basis. 

3. Plaintiff SmithKIine Beecham Corporation is a Pennsylvania corporation having a 
principal place of business at One Franklin Plaza, Pliiladelphia, Pennsylvania 19102. PlainUffs 
Glaxo Group Limited and SmithKIine Beecham Corporation shall liereinafter be referred to 
jomtly as "Glaxo SmithKIine." 

RESPONSE: Apotex lacks knowledge or information sufficient to form a belief as to the truth 

of die averments of Paragraph 3 and denies those averments on tliat basis. 

^ 4. Defendant Apotex Inc. ("Apotex") is a privately held Canadian corporation 
havmg Its principal place of business at 150 Signet Drive^ Toronto, Ontario, Canada M9L 1T9 
Novex Pharma is a division of Apotex, Inc. having its principal place of business at 380 Elgin 
Hills Road East, Richmond Hill, Ontario, Canada L4C 5H2, Upon information and belief, 
Apotex Inc, conducts continuous and systematic business activities within tlie State of New 
Jersey, and, alternatively, intends to market and sell the accused drug product in the State of New 
Jersey, 

RESPONSE: Apotex admits the avennents in the first sentence of Paragraph 4. Apotex denies 
the remaining averments of Paragraph 4. 

5. This Court has jurisdiction pursuant to the patent laws of the United States Title 
35 U.S.C. and 28 U.S.C. §§ 1331 and 1338(a). Venue is proper in this district pursuant'to 28 
U.S.C. §§ 1391 and 1400(b). 
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RESPONSE : Apotex admits the averments in ttie first sentence of Paragraph 5. Apotex iurther 
admits that venue is proper in this District. Apotex denies the remaining averments of Paragraph 

5. 

6 On September 6, 1994, United States Patent No. 5,344,658 ("the *658 patent") 

entitled 'TROCESS AND COMPOSITION USING ONDANSETRON" was duly and legally 
issued to David T. Collin. Since its issuance. Glaxo Group Limited has been the assignee and 
owner of the '658 patent. SmithKIine Beecham Corporation is the exclusive licensee of the 658 
patent. A true and correct copy of the *658 patent is attached to this Complaint as Exhibit A. 

RESPONSE : Apotex admits only that U.S. Patent No. 5.344,658 ("the '658 patent"), entitled 
"PROCESS AND COMPOSITION USING ONDANSETRON." issued on September 6, 1994; 
that on its face the '658 patent names David T. Collin as inventor and Glaxo Group Limited as 
assignee; and that what appears to be a copy of the '658 patent is attached to the Complaint. 
Apotex denies that the '658 patent 'Vas duly and legally issued." Apotex lacks knowledge or 
infomation sufficient to form a belief as to the truth of the remaining averments of Paragraph 6 

and denies those averments on that basis. 

inP.<tT r AUSE OF ACTION 
mFRINGEMENT OF UNITEH STATES PA TENT NO. 5.344.658 

7 GlaxoSmitWCline is tlie holder of approved New Drug Applications (hereinafter 
••NDAs") under Section 505(b) of Uie Federal Food, Drug and Cosmetic Act (heremafter the 
'*Act"), 21 U.S.C. § 355(b), for ondansetron hydrochloride tablets covered by the '658 patent. ■ 

RESPONSE : Apotex lacks knowledge or infomnation sufficient to foim a belief as to the truth 
of the averments of Paragraph 7 and on that basis denies those averments. 

8 On or about December 7, 2004, GlaxoSmithKline received a written Notice of 
Patent CertificaHon from Apotex slating that Apotex has iiled Abbreviated New Drug 
Application (hereinafter "ANDA") No. 77-306 seekmg approval from ^^^ ^^^A jo market 
ondansetron hydrochloride tablets pursuant to Section 5050 of the Act, 21 U.S.C. § 3550 , pncr 
to expiration of the '658 patent, and allegmg that the '658 patent is not infringed and/or that the 
patent is mvalid. 

RESPONSE : Apotex admits only that, pursuant to 21 U.S.C. § 355(j)(2)CB)(i) and (ii). Apotex 

sent a notice of certification to Plaintiffs, dated November 29, 2004. stating, inter alia, tliat 
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Apotejt submitted AMDA No. 77-306 for Ondanselron Hydrochloride Tablets 4 mg and 8 mg, 
and that Apotex's ANDA contains a "paragrapli IV certification," pursuant to 21 US.C. § 355 
(j)(2)(A)(vii)(IV), stating that Apotex's proposed tablets will not infringe the '658 patent and/or 
that such patent is invalid. Apotex lacks knowledge or information sufficient to form a belief as 
to tlie trutii of the remaining averments of Paragraph 8 and on that basis denies Uwse averments. 

9. Pursuant to 35 U.S.C. § 271(e)(2), Apotex's filing of this ANDA is an actual act 
of infringement 

RESPONSE : Apotex denies the avemients of Paragraph 9. 

10. As such, Defendants [sic] Apotex have infiinged the '658 patent and such 
infringement will continue unless enjoined by this Court. 

RESPONSE : Apotex denies the averments of Paragraph 10. 

PRAYER FOR RELIEF 

WHERBFORE, plaintiffs pray for judgment: 

I. Finding that defendants have infiinged United States Patent No. 5,344,658-, 

2 Ordering that the effective dale of any approval of defendants' [sic] application 
under SecUon 505(j) of the Federal Food, Drug and Cosmetic Act, 21_ U.S.C § 3550), for 
ondansetron hydrochloride tablets and their use be not earlier than the expiration dates of Umted 
States Patents Nos. [sic] 5,344,658; 

3 Awarding plaintiffs preliminary and final injunctions enjoining defendants [sic] 
and their officers, agents, servants, employees, and privies from continued mfiingement of 
United States Patents Nos. [sic] 5,344,658; and 

4 Awarding plaintiffs their reasonable attorneys' fees, interests and costs of this 
action, and such other and fiirther reUef as this Court may deem just and proper. 

RESPONSE : Apotex denies tliat Plaintiffs are entitled to the relief requested or to any 

relief whatsoever, and prays for judgment in its favor dismissing this acrion with prejudice and 

awarding Apotex its reasonable attorneys' fees pursuant to 35 U.S.C. § 285, interest, and costs of 

this action, and such other and fiirther relief as this Court may deem just and proper. 



-4- 



Case 1:06-cv-01890-RMC Document 3-5 Filed 11/06/2006 Page 27 of 46 



AFFlRMATmc DEFENSES 

Without prejudice lo tlie denials set forth in its Answer, without admitting any aveiments 
of the Complaint not otherwise admitted, and without undertalting any of the burdens imposed 
by law on the Plaintiffs, the Defendant, Apotex Inc. ("Apotex"), avers and asserts the following 
Affirmative Defenses to tlie Complaint: 

First Affirmative Defense 

The manufacture, sale, offer for sale, use, or importation of Apotex*s Ondansetron 
Hydrochloride Tablets, that are the subject of ANDA No. 77-306, will not infringe (either 
hterally or under the doctrine of equivalents), directly or indirectly (eitlier by inducement or 
contributorily), any valid or enforceable claim of United States Patent No. 5,344,658 ("the '658 

patent"). 

Second Affirmative Defense 

The claims of the '658 patent are invalid for failure to satisfy one or more of tlie 

conditions for patentability under 35 U.S.C. § 1 et seq. 

* * * 

Apotex reserves the right to amend this pleading to assert additional affirmative defenses 
in accordance with the Federal Rules of Civil Procedure and the Local Civil Rules of this Court. 

COUNTERCLAIM 

Defendant/Counterclaun-Plaintiff, Apotex Inc. ("Apotex"), for its Counterclaim against 
Plaintiffs/Counterclaim-Defendants Glaxo Group Ltd. ("Glaxo"), and SmilhlCine Beecham 
Corporation ("SmithlCline"; collectively, "Plaintiffs" or "Counterclaim-Defendants") alleges as 
follows: 
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The Parties 

1. Counterclaim-Plaintiff Apotex Inc. is a corporation organized and existing under 
the laws of Canada and having places of lousiness at 150 Signet Drive. Weston, Ontario, Canada 
M9L 1T9, and 50 Steinway Boulevard, Etobicolce, Ontario, Canada M9W 6Y3. Apotex Inc. 
develops and manufactures generic drugs. 

1 Apotex has submitted Abbreviated New Drug Application ("ANDA") No. 77- 
306, to the U.S. Food and Drug Administration seeking approval to market Ondansetron 

Hydrochloride Tablets 4 mg and 8 mg. 

3. Upon information and belief, Glaxo is a company organized and existing under 
the law of England, having an office and place of business at Glaxo Wellcome House, Berkeley 
Avenue, Greenford, Middlesex, IB6 CNN, United Kingdom. 

4. Upon infomiation and belief. SmithKline is a Pennsylvania corporation having a 
principal place of business at One Franklin Plaza. Philadelphia, Pennsylvania 1 9102. 

Jurisdiction and Venue 

5. This Counterclaim arises under, inter alia, the Patent Laws of the United States, 
35 U.S-C. § 1 et seq„ and the Declaratory Judgment Act, 28 U.S.C. §§ 2201 and 2202. 

6. This Court has subject matter jurisdiction over this Counterclaim pursuant to 28 

U.S.C. §1338. 

7. This Court has personal jurisdiction over Counterclaim-Defendants by virtue of 
those parties having submitted to and invoked the jurisdiclion of this Court by filing the 
Complaint against Apotex. 
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8. Upon informalion and belief, this Court also has personal jurisdiction over 
Counterclaim-Defendants because they conduct substantial business in this District, and by 
virtue of their regular and systematic contact with this District. 

9. Venue is proper in tliis District under 28 U.S.C. § 1391 . 

ThePfltenMn-Suit 

10. On or about January 19, 1993, the U.S. Patent and Trademark Office issued U.S. 
Patent No. 5,344,658 ("the '658 patent"), entitled 'TROCESS AND COMPOSITION USING 

ONDANSETRON." 

1 1 . Glaxo puiports and claims to be the owner of the *658 patent by assignment. 

12. SmithKline purparts and claims to be Uie exclusive licensee of the '658 patent. 

13. On or about January 19, 2005, Countercljum-Defendants sued Apotex in this 
District alleging infiingement of the '658 patent under 35 U.S.C. § 271 (e)(2)(A). 

Tfirst rnuse Of Action 
(Non-Infringement Of The '658 Patent) 

14. Apotex repeats, realleges, and incorporates by reference paragraphs 1 through 13 

as though set forth fliUy herein. 

15. There is an actual, substantial, and continuing justiciable case and controversy 
between Apotex and Counterclaim-Defendants regarding noninfringement of the '658 patent. 

1 6. The manufacture, sale, offer for sale, use, or importation of Apotex's Ondansetron 
Hydrocliloride Tablets, that are the subject of ANDA No. 77-306, will not inlringe (either 
literally or under the doctrine of equivalents), directly or indirectly (either by inducement or 
contributorily), any valid or enforceable claim of the '658 patent. 

17. Apotex is entiUed to a judicial declaration that the manufacture, sale, offer for 
sale. use. or importation of Apotex's Ondansetron Hydrochloride Tablets, that are the subject of 
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ANDA No. 77-306, will not infringe (either literally or under the doctrine of equivalents), 
directly or indirectly (either by inducement or contributorily). any valid or enforceable claim of 

the *658 patent. 

Second Cause Of Action 
(Invalidity Of Tbe *658 Patent) 

18. Apotex repeats, realleges, and incorporates by reference paragraphs 1 through 17 

as tliough set forth fully herein. 

19. There is an actual, substantial, and continuing justiciable case and controversy 
between Apotex and Counterclaim-Defendants regarding tlie invalidity of the '658 patent. 

20. The claims of the '658 patent are invalid for failure to satisfy one or more of the 
conditions for patentability under 35 U.S.C. § 1 el seq. 

21. Apotex is entitled to a judicial declaration that the claims of tlie *658 patent are 
invalid for failure to satisfy one or more of tlie conditions for patentability under 35 U.S.C. § 1 et 

WHERJEFORE, Apotex respectfully prays for judgment in its favor and against 

Counterclaim-Defendants; 

(a) Declaring that the manufacture, sale, offer for sale, use, or importation of 
Apotex*s Ondansetron Hydrochloride Tablets, that are the subject of 
ANDA No. 77-306, does not and will not infringe (either literally or under 
tlie dochine of equivalents), direcUy or indirectly (either by inducement or 
contributorily), any valid or enforceable claim of the '658 patent; and 

(b) Declaring that tlie claims of tlie '658 patent are invalid for failure to 
satisfy one or more of the conditions for patentability under 35 U.S.C. § 1 
et seq. 
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(c) Ordering that the Complaint be dismissed with prejudice and 
judgment entered in favor of Apotex; and 

(d) Awarding Apotex its reasonable attorneys' fees and costs of this 
Counterclaim under 35 U.S.C. § 285; and, 

(e) Awarding Apotex such odier and further relief as the Court may 

deem just and proper. 

.TURY DEMAND 
The Defendant/Counterclaim-Plaintiff. Apotex Inc., hereby demands a trial by jury of all 
issues so triable on its Counterclaim, Affirmative Defenses, and Plaintiffs' Complaint. 

BEATTIE PADOVANO, LLC 

Attorneys for Defendant Apotex Inc. 

s/ Vanessa R. Elliott fVE4752) 
Dated: March 22, 2005 

rFRTIFICATIOW PURSUANT TO L.R. 11.2 

I certify that to my Icnowledge the matter in controversy is not the subject of any other 
action pending in any court, or of any pending arbitration or administiative proceeding. 

BEATTIE PADOVANO, LLC 

Attorneys for Defendant Apolex Inc. 



s/ Vanessa R. Elliott rVE47S2^ 



Dated: March 22, 2005 
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MORGAN, LEWIS & BOCKIUS» LLP 

(A P«nnsylvaii]a Umiwd Linbility Partnenlup) 

502 Catnegio Center 

PriDceton, New Jersey 08540 

(609) 919-6600 

By: Robert A. White (R.W-6063) 

MORGAN, LEWIS & BOCKIUS. LLP 

101 Park Avenue 

New York, NY 10178-0060 

(212)309-6000 

By; Dennis J. Mondolmo 

UsaM.Feiri 

Richard C-Peltus 
Attorneys for Plaintlffe and Couaterdefeadants Glaxo 
Group Limited & SmithKliae Beecham Corporation 



UNITED STATES DISTRICT COURT 
MSTRICT OF NEW JERSEY 



GLAXO GROUP LIMITED, and 
SMUHKLINE BEECHAM CORPORATION 



V. 



APOTEX, INC., 



Plaintiffe, 



Defendant 



Civil Action No. 05-307 (ILL) 

Honorable Jose L. Linares, U.S.DJ. 
Honorable Ronald J. Hedges, U.S^.J. 

REPLY TO ANSWER AND 
COUNTERCLAIMS 



Plaintlffe and Countetdefendants GLAXO GROUP LIMITED and SMITHKLTNE 
BEECHAM CORP. (coUectively "GSK") hereby respond to the allegations of the 
Answer and Counierclaime filed on or about March 22, 2005 by Defendant Apotex, Inc. 
(refeired to hereinafter as 'Tiefendanf " or ^'Apotex") m like-numbered paragraphs, as 
fallows: 
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ftFPT.V TO COITNTF.TICLAIMS 

THE PARTIES 

1. Upon infonnatiott mi belief GSK admits tbe allegations of Paragraph 1 with 
respect to tlie place of business at-150 Sigaet Drive. GSK lacks sufficient knowledge or 
infoimatlon to admit or deny the allegations of PanigrBph 1 and therefore denies tbe 
allegations. 

2. Upon infoimation and beUef, GSK admits tbe allegations of Paragraph 2. 

3. GSK. admits the allegations of Paragraph 3. 

4. GSK admits the allegations of Paragraph 4. 

nrPTgnTmnw AND VENUE 

5. GSK admits the allegations of Paxagraph 5. 

6. GSK admits the allegations of Paragraph 6. 

7. GSK admits thai it is subject to this Courtis jurisdiction for this matter. 

8. GSK admits the allegations of Paragraph S 

9. GSK admits the allegations of Pflragraph 9 

TfTTiPATRNT-IN-SUIT 

10. GSK denies this paragraph, but admits that on or about Sepleraber 6, 1994, the 
United States Patent and TYademark Office duly snd legally issued United States Patent 
Kd. 5,344,658 ('the '658 patent")- 



t.My/lS9&00A.l 
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11. GSK admits that Glaxo Group Limited is the owner of the '658 palenl by 
assignment. 

12. GSKL admita that SmithKline Beecham Coiporation is the exclusive licensee of 
the '658 patent. 

13. GSK admits the allegations of Pangraph 13. 

laRST CAUSE OF ACTION 
(Non-tafringeraent of the '658 Patent) 

14. In reply to Paragraph 14, GSK repeats Paragraphs 1-13 of this Reply as if set 

forth fwUy hereift. 

15. GSK admits the allegations of Paragraph 1 5 regarding the liufringement ofthe 
*658 patent. 

16. GSK denies the allegations of Paragr^h 16, 

17. GSK denies the allegations of Paragraph 17. 

SECOND CAUSE QF ACTION 
(Invalidity of the '658 Patent) 

18. In reply to Paragraph 18, GSKrepeals Paragraphs 1 - 17 of this Reply as if set 

forth fully herein, 

19. GSK admits the allegations of Paragraph 19. 

20. GSK denies the allegations of Paragraph 20. 

21. GSK denies the allegations of Paragraph 21. 
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CONCLUSION 

WHEREFORE, GSK requests judgment as follows: 

A. Granting all of the relief requested in the Complaint; 

B. Dismissing Apotex' Counterclaioos with prejudice; and 

C. Awarding GSK such other and further relief as the Court may deem just and 
proper. 

Dated! AprLlll, 2005 

MORGAN, LEWIS & BOCKIUS, LLP 
Attorneys for Haintiffe 



Attomexs for Plaintiffe , 



Robert A. While (RW-6063) 



OF COUNSEL: 

Dennis J. Mondolino 

Lisa M Ferri 

MORGAN. LEWIS & BOCKIUS. LLP 

101 Park Avenue 

New York, New York 10178-0600 

(212)309-6000 
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I hereby certify that the foUowing JREPLY TO DEFENDANTS' ANSWER and 

COXJNTERCLAIMS was caused to be sei-ved this 1 1"* day of March, 2005, upon the 

followiTig: 

One Copy - Via E-Mail & Federal Express 

Vanessa R. Elliott 
BeattiePadovano, LLC 
50 Chestnut Ridge Road 
MontvaIe,NJ 07645 



Dated April 1 1,2005 



Robert A. White 



I'MY/lBWW-l 
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MORGAN, LEWIS & BOCKIUS. LLP 

502 Carnegie Center 

Princeton, NJ 08540-6241 

(609)919-6600 

Robert A. White (RW-6063) 

ijwhUefajmorBanlcwis.com 

AND 

MORGAN, LEWIS & BOCKIUS, LLP 

101 Park Avenue 

New York, "NY 10178-0060 

(212)309-6000 

Dennis L Mondolino 

dmondoIino@morgaDlcwis.cDm 

Lisa M. Ferri 
lfem@niorganlewis.com 



UTflTED STATES DISTRICT COURT 
DISTRICT OF NEW JERSEY 



GLAXO GROUP LIMITED, and 
SMITHKLINE BEECHAM CORPORATION 



V. 



APOTEX, INC., 



Plaintiffs, 



Defendant. 



CivU Action No. 05-307 (JLL) 

Honorable Jose L. Linares, U.S.D J. 
Honorable Ronald J. Hedges. U.S.M J. 



STIPULATION QF DISMISSAL PURSUANT TO FED.R^CTV.P, 41 

Pursuant to the parties' Covenant Not to Sue and Stipulation of Non-infringement (the 
"Agreement"), incorporated by reference hccein, the parties, by their undersigned attorneys, 
stipulate and agree to the dismissal of this action with prejudice, as follows: 
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WHEREAS, pursuant tt> the Agreement, PlainUffs Gloxo Group Limited and 
SmithKlJne Beecham Corporation (collectively "GlaxoSmithKliae") stipulate and agree that the 
ondansetron hydrochloride tablets that are (he subject of and described in Apolex Inc/s ANDA 
No. 77-306 do not infringe, and if imported, manufactured, used, sold or offered for sale in the 
United Slates would not infringe, any claim of GlaxoSroithKline's U.S. Patent No. 5.344,658 

C'lhe '658 patent"); and 

WHEREAS, GlaxoSmithKliJie has represented that it will not sue Apotex for 
infringement of the '658 patent based on the importation, manufacture, use. sale or offer for Bale 
of ondansetron hydrochloride tablets that are the subject of and described in ANDA No. 77-306; 

and 

WHEREAS, Apotex agrees that it vdll not seek a declaratory judgment declaring 

claims of the *658 patent to be invalid unless GlaxoSmithKline asserts a claim against Apotex 

for allegedly infringing one or more claims of the ^658 patent, in which case Apotex retains the 

right to assert any and all invalidity defenses and claims it has with respect to the '658 patent, as 

well as its right to raise this Agreement as a defense in response to any such infringement action 

by GlaxoSmithKline; 

THEREFORE, based on the referenced Agreement, the parlies, by their 
undersigned attorneys, hereby stipulate and agree to the dismissal of the parties' respective 
claims and counterclaims with prejudice. Each party shall bear its own costs, expenses and 
attorneys' fees, 
Dated: May/?. 2005 Dated; IWay tl, 2005 



Robert A. White (RW-6063) 
MORGAN, LEWIS & BOCIGUS, LLP 
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CA Pennsylvania JLimited Liability 

Partnership) 

502 Camegio Center 

Princeton, New Jersey 08540 

(609)919-6600 

Dennis J. Mondolino 

Lisa M. Ferri 

MORGAN. LEWIS & BOCKIUS, LLP 

101 Park Avenue 

New York, NY 10178-0060 

(212)309-6000 

Attorneys for Plaintiffs and 

Counterdefendants 

Olaxo Group Limited & SmithKlinc 

Beecham Corporation 



David L. Blank (DB-1671) 
BEATTIE PADOVANO LLC 
50 Ciiestout Ridge Road 
Montvale^NJ 07645 
(201)799-2120 

WiUiam A. Rakoczy 

Christine J. Sivnk 

JaneJ.Janng 

RAKOCZY MOLINO MAZZOCHI SIWIK LLP 

6 West Hubbard Street 

Chicago, IL 60610 

(312)222-6301 

Attorneys for Defendant and Counter-Plaintiff 

Apotex Inc. 
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EXHIBIT C 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporaiy Restraining Order and/or Preliminary Injunction 
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mKGCZY 
TADLIND 

SIWIK 



LLP 



Christine J. Shvik 

6 West Hubbakd STREErr 3 1 2.222.6304 Direct Phone 

Suite 500 3 12.222.6324 Direct Fax 

Chicago, IL 60610 ■ -i ^ i i 

.v^mrmn^icgaLcom csiwUc@rmmslegal.eom 

312-527-2157 Twin pho..= William A. Raltoczy 

312-527-4205 main Tax 3 ] 2.222.6301 Difcct Phone 

312.222.6321 Direct Fax 
wrakoczy@nnnislegal,com 

August 29. 2006 

VIA ELECTRONIC TRANSMISSION 
AND OVERNIGHT DELIVERY 

Gary Buehler 

Director, Office of Generic Drugs PRIVILEGED AND CONFIDENTIAL 

Center for Drug Evaluaaon and Research ANDA COMMUNICATION, ANDA NO. 77-306 

Food and Drug Administration 

7500 Standish Place 

Rockvilie, MD 20855 

Re; Apotcx Idc.'s ANDA No. 77-306 for Ondansetron Hydrochloride 
Tablets 4 mg and 8 mg 

Dear Mr. BuehJer: 

By letter dated August 31, 2005, we requested that the Agency confirm that: 

(1) Apotex will, subject to all other substantive requirements for approval, receive final approval 
of its ondansetron ANDA upon expiration of U.S. Patent No. 4,753,789 ("the *789 patent"); 

(2) Apotex's final approval will not be delayed by any unexpired period of 180-day exclusivity 
associated witli U.S. Patent No. 5,344,658 ("the '658 patent"); and (3) any 180-day exclusivity 
associated witli the '658 patent was triggered by the May 25, 2005 Order disinissing Glaxo 
Group Limited's and SmithlCIine Beecham Corporation's (collectively, "GSK") patent 
infringement action against Apotex Inc. We have not heard from the Agency in response to our 
request If we do not receive a satisfactory response by September 14, 2006, Apotex will have 
no choice but to consider immediate judicial action in order to protect its right to timely launch 
its ondansetron products. 

As explained in our original correspondence, of the four patents originally 
submitted by GSK in coimection with its Zofran® (ondansetron hydrochloride) Tablets, only two 
are relevant here: (I) the '789 patent, to which Apotex submitted a paragraph HI certification 
and which prevents FDA fi:om granting Apotex's ANDA fmai approval until patent expiration 
on June 24, 2006 (with pediatric exclusivity to December 24, 2006); and (2) the '658 patent, to 
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Gary Buehler 

Director, Office of Generic Drugs 

Center for Drug Evaluation and Research 

Food and Drug Administration 

August 29, 2006 

Page 2 



PRIVILEGED AND CONFIDENTIAL 
ANDA COMMUNICATION, ANDA NO. 77-306 



which Apotex submitted a paragraph IV cerlLficalion. Because GSK's patent infiingement 
litigation against Apotex over the '658 patent has been dismissed based upon an express 
concession by GSK of non-infringement, any remaining 180-day exclusivity for the '658 patent 
that could potentially delay the approval of Apotex's ondansetron ANDA has been triggered and 
expired. Thiis, we again request that FDA confirm that Apotex's ANDA will receive final 
approval upon expiration of the *789 patent. 

On April 11, 2006, FDA issued an administrative decision in connection with 
exclusivity relating to the drug pravastatin.' In this ruling, FDA stated that it will not look to the 
preclusive effect that a ruling might have when deciding whether an order is sufficient to trigger 
the 180-day exclusivity period pursuant to 21 U.S.C. § 355G)(5XB)(iv)(II). In the words of the 
D.C. Circuit: "the agency will never look beyond the face of a court order to ascertain whether it 
qualified as a triggering court decision." Apotex, Inc. v. FDA, 449 F.3d 1249, 1250 (D.C. Ck. 
2006). Rather, the Agency will only look to the face of the order to see if it expressly states that 
the patent at issue is invalid, unenforceable, and/or not infringed. {See April 11, 2006 
Pravastatin Exclusivity Ruling at 2, Ex. A hereto). Even under tliis unduly restrictive view of the 
court decision trigger, the May 25, 2005 order in Glaxo Group Ltd v. Apotex Inc. qualifies as a 
triggering court decision. 

The Glaxo-Apotex patent litigation did not start as a declaratory judgment action 
by an ANDA applicant against the patentee. Instead, GSK sued Apotex for patent infiingement 
within 45 days of receiving Apotex's notice letter on the '658 patent. During the course of that 
litigation, GSK concluded that Apotex's ANDA products would not infiinge the *658 patent. 
After being apprised of GSK's position, the parties entered mto a Covenant Not to Sue and 
Stipulation of Non-frifringemcnt. (Ex. D to Apotex's 8/31/05 Submission). On May 24, 2005, 
the district court presiding over GSK's infringement case signed a dismissal order expressly 
acknowledging that Apotex's ANDA products do not infringe the *658 patent. That dismissal 
order provides, in pertinent part: 

Pursuant to the parties' Covenant Not to Sue and Stipulation of Non- 
infringement (the "Agreement"), incorporated by reference herein, the parties, 
by their undersigned attorneys, stipulate and agree to the dismissal of this action 
with prejudice, as follows; 



' As the Agency is aware, Apolcx. vigorously disputes the legality of FDA's April 1 1 , 2006 administrative ruling, 
which unlawfully restricts wliat types of orders are sufficient to trigger the start of the 180-day exclusivity period 
under 35 U.S.C. § 355(j)(5)(B)(iv)(ir). For present purposes, however, Apotex will apply that decision to the facts 
of the exclusivity situation surrounding ondansetron tablets. Even under the Agency's April II, 2006 ruling, any 
exclusivity attaching to Uie '658 patent has been triggered jmd has expired. 
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WHEREAS, pursuant to the Agreement, Plaintiffs Glaxo Group Limited and 
SmithKline Beecham Corporation (collectively "Glaxo SmithKline") stipulate and 
agree that the ondansetron hydrochloride tablets that are the subject of and 
described in Apotex Lie's ANDA No. 77-306 do not infringe, and if imported, 
manufactured, used, sold or offered for sale in the United States would not 
infringe, any claim of GlaxoSmiihKUne's U.S. Patent No. 5,344,658 ("the '658 
patent"); and 

WHEREAS, GlaxoSmiihKline has represented that it mil not sue Apotex for 
infringement of the *658 patent based on the importation, manufacture, use, sale 
or offer for sale of ondansetron hydrochloride tablets that are the subject of and 

described in ANDA No. 77-306; 

* * * 

THEREFORE based on die referenced Agreement, the parties, by their 
undersigned attorneys, hereby stipulate and agree to the dismissal of the parties' 
respective claims and counterclaims with prejudice. 

(Ex. E to Apotex's 8/31/05 Submission (emphasis added)). The district court entered the order 
on May 25, 2005. The Order became a fmal decision from which no appeal has been, or can be, 
taken on June 24, 2005, at the latest. On June I, 2005, in accordance with 21 C.F.R. 
§ 314.107(e), Apotex submitted a copy of this decision to OGD. 

Thus, even if FDA does nothing but look at the face of this order, any exclusivity 
with respect to the '658 patent has been triggered. The Order states on its face, inter alia, that 
GSK "stipulate[s] and agree[s] that the ondansetron hydrochloride tablets that are the subject of 
and described in Apotex Inc.'s ANDA No. 77-306 do not infringe, and if imported, 
manufactured, used, sold or offered for sale in the United States would not infringe, any claim 
offtlte '658 patentjr (8/31/05 Letter. Ex. E). The Order further states that "[GSK] has 
represented that it will not sue Apotex for infringement of the *658 patent " {Jd,). 

Accordingly, Apotex again asks that FDA confirm that any exclusivity attaching 
to the '658 patent was triggered by the May 25, 2005 order in Glaxo v. Apotex and that such 
exclusivity has now expired. Any other result would run contrary to the Agency's April 11, 
2006 administrative decision, thus constituting arbitrary, capricious, and unlawful agency action. 



Given the upcoming expiration of the *789 patent, if we do not receive a 
satisfactory response from the Agency by September 14, 2006, Apotex will have no choice but to 
consider immediate judicial action in order to protect its right to timely launch its ondansetron 
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Center for Drug Evaluation and Research 

Food and Drug Administration 

August 29, 2006 

Page 4 



PRJVILEGED AND CONFIDENTIAL 
ANDA COMMUNICATION. ANDA NO. 77-306 



products. Apotex obviously would prefer to avoid any litigation over this issue, particularly 
given the clear language of the judicial order at issue. 

Please do not hesitate to contact us should you request any additional information. 
"We look forward to the Agency's response. 



Very truly yours, 
RAKOeSCMOLIN 



ZOCHISIWIKLLP 



William A. Rakoczy 



Enclosures 

cc {via e-mail): Elizabeth Dickinson, Office of Chief Counsel 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Puhlio Hoolih Service 



AxmA Trt idt Foot* ontl DtiJB Administration 

AJ^DA /t)-J^I P^^^^.,,^ ^^ 20B57 



APR 1 1 2005 



Apotcx Corp. 

■U.S. Agent for Apotex Inc. 

Attention: Tammy Mclntire 

2400 North Commerce Parlovay, Suite 400 

Weston, FL 33326 

Sent Via Focsimilc and U.S. Mail 

Dear Ms. Mclntire: 

This letter is prompted by the March 16, 2006, opinion of the District of 
Columbia Circuit Court of Appeals, Teva Pharmaceuticals USA. Inc. v. FDA, Nos. 05- 
5401 & 05-5460, 2006 U.S. App, LEXIS 6384 (D.C. Cir. Mar. 16. 2006) ('Teva lU"). 
"We are amending our response to the letter submitted by Apotex Inc. on September 7, 
2004. Apotex sought a determination that a -dismissal of a declaratory judgment action 
brought by Apotex against Bristol-Myers Squibb Company ("Bristol"). Apotex Inc. v. 
Bristol-Myers Squibb Co., No. 04-2922 (Jul. 23, 2004 stipulation and order), constituted a 
"court decision trigger" begirming the 1 80-day period of marketing exclusivity for the 
first abbreviated new drug application ("ANBA") appUcantlo make a "paragraph IV" 
certification challenging a patent for Pravastatin Sodium Tablets 10 mg., 20 mg., 40 mg., 
and 80 mg. ("pravastatin"). FDA previously determined in a letter dated June 28, 2005, 
that the dismissal constituted a courtdecision trigger, based on an interpretation of the 
court decision trigger provision, Section 505(j)(5)(B)(iv)(II) of the Federal Food, Drug, 
and Cosmetic Act ("FDCA" or \iy^ "Act") (21 U.S.C. § 3550)(5)(B)Civ)(II)), that the 
agency believed itself compelled to apply as a result of two decisions of the D.C: Circuit: 
Teva Pharm., USA, Inc. v. FDA, 1 82 F.3d 1003 (D.C. Cir. 1 999) ('Teva i") and Teva 
Pharm.. USA, Inc. v. FDA, No. 99-5287, 2000 U.S. App. LEXIS 38,667 (D.C. Cir. Nov. 
15, 2000) {"Teva //")• Specifically, KDA believed that Teva /and //required the agency 
to treat a dismissal of a declaratory judgmenl action for lack of jurisdiction as a court 
decision trigger if the patentee is estopped from enforcing its patent against the 
declaratory plaintiff 

Teva PhaimQceuticals USA, Inc. challenged FDA's June 28, 2005 decision in 
district court. Teva Pharms. USA. Inc. v. FDA. 398 F. Supp. 2d 176 (D.D.C. 2005). On 
appeal, the Teva III court vacated the judgment of the district court with instructions to 
vacate the FDA's decision and remand to the agency for furtlier proceedings. The court 
held that FDA's decision was arbitrary and capricious because "[t]he FDA mistakenly 
thought itself bound by our decisions in Teva I and Teva II" Teva III, 2006 U.S. App. 
LEXIS 6384, at *12. In the court's view, the Teva I and Teva //decisions had been 
decided purely on procedural grounds and "left the final decision" of statutory 
interpretation to FDA. Id. at *9. 
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FDA has therefore undertaken to interprei the statute jn light of the Teva HI 
court's direction '"to bring its experience and expertise to bear in light of competing 
interests at stake' and make a reasonable policy choice." Id. at *13 (quoting PDK Labs., 
Inc. V. DEA, 362 F.3d 786, 797-9'8 (D.C. Cir. 2004)). As explained in greater detail 
below, FDA mterprets the language of the court decision trigger provision, "the date of a 
decision of a court . . . holding the patent which is the subject of the certification to be 
invalid or not infringed," to require a court decision with an actual "holding" on the 
merits that thepatent is invalid, not infringed, or unenforceable. The holding must be 
evidenced by language on the face of the court's decision showing that the deterrnination 
of invalidity, noninfringement, or unenforceability has beenmade by the court, FDA's 
experience in making court decision trigger determinations bears out the difficulty in 
implementing a broader, estoppel-based standard that requires the agency to evaluate 
whether the patentee is estopped from suing for infringement. FDA's "hoJding-on-the- 
merits" interpretation adheres closely to the language of the statute^ and will provide a 
bright line that is more easily administrable by FDA and that will enable industi-y to make 
appropriate business planning decisions. 

Applying KDA's interpretation to the facts of this case, FDA has determined that 
the July 23, 2004, Apotex-Bristol dismissal does not constitute a court decision trigger of 
,180-day exclusivity for pravastatin because there is no language on the face of the 
dismissal evidencing that the court held on the merits that any of the subject patents were 
invalid, not infringed, ot unenforceable, 

I. Statutory and Procedural Background 

A. 1 80-Day Exclusivity and the Court Decision Trigger 

Under section 5050)(2)[A)(vli), ANDA applicants must make one of four 
certifications (comnionly referred to by the four sub-paragraphs of section 
505(j)(2)(A)Cvii) establishing them) to certain patents, claiming the drug or a use of the 
drugforwhichtheAKDA applicant is seeking approval. The certifications are: a 
"paragraph 1" certification that patent infonnation has not been filed; a "paragraph II" 
certification that the patent has expired; a "paragraph UF' certification of the date the 
patent will expire; or a "paragraph IV" certification that the patent is invalid, not 
infringed, or not enforceable. 21 C.F.R. § 314.?4(a)(]2)Ci)(A). 

A paragraph I or II certification indicates that the applicant believes that the 
patent does not bar immediate approval of the ANDA, Aparograph III certification 
indicates that the applicant is not challenging the validity or app]icability of the patent 
and that the applicant is seeking ANDA approval only after the patent expires. A 
paragraph IV certification indicates that the ANDA applicant disputes tlie applicability or 
validity of that patent. 

An ANDA applicant making a paragraph TV certification must provide notice to 
the new drug application (NDA) holder and patent owner stating that the ANDA has been" 



2, 
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filed and describing why the patent is invalid, will not be infringed, or is unenforceable. 
21 U.S.C. § 355G)(2)(B); 21 C.F.R. § 3l4.94(a)(12)(i)(A). This notice provides theNDA 
holder and patent owner the opportunity to bring suit for patent infiingemenl prior to 
FDA's granting marketing approval for the AMDA applicant's product. la certain cases, 
if the NBA holder or patent owner sues the AbDA applicant for patent infringement 
within 45 dayofreceipt of the notice, FDA rnust stay approvaJ of the ANDXfor30 
months (21 U.S.C. § 35SG)(5)(B)(iii)). The FDCA provides that an ANDA applicant 
cannot bring an action for declaratory Judgment unless this 45-day period has expired, 
neither the KDA holder nor the patent owner has sued the A>JDA applicant for patent 
infringement before the expiration of thai period, and, as applicable, the ANDA applicant 
has offered these parties confidential access to its application for the purpose of 
detennining whether to bring a patent infringement suit. 2 1 U.S.C. § 35S())(5)(C)(i) 
(2005). 

Section 505CJ)[5)(B)(iv) of the Act governs FDA's 1 80-day exclusivity 
determinations. The statute provides ISOdaysof marketing exclusivity as an additional 
incentive and reward to the first AMDA applicant to expose itself to the risk of being sued 
for infiinging a patent that is the subject of the paragraph IV certification. It does so by 
delaying approval ofsubsequentANDAs containing later paragraph IV challenges to the 
patent until the expiration of 180 days after a triggering event. The applicable version of 
the statute reads as follows; 

If the application contains a certification described in subclause IV of paragraph 
(i)(2)(A)(vii) and is for a drug for which a previous application has been 
submitted under this subsection [containing]' such a certification, the application 
shall be made effective not earlier than one hundred and eighty days after - 

(I) the date the Secietary receives notice from the applicant under 

the previous application of first commercial marketing of the 
drug under the previous application, or 

^ the date of a decision of a court in an action described in clause 

(ii) holding the patent which is the subject of the certification 
to be invalid or not infringed, 

whichever is earlier. 

21 U.S.C. § 355(jX5)(B)(iv) (2002).^ Under this provision, either of two events can 



Coum reviewing the statute liave comirenied that the word "conlinuing" reJlects a typographical error 
and should be "containing." See, e.g., Purepac Pliarm. Co. v. Friedman, 162F.3d IZOl, J203 n.3 (D.C. 
Cir. \99?,); Mova Pbarm. Corp. v. Shalala, I40F.3d lOfiO, lOfil nJ p.C. Cir. 1998). 

' Congress amended 21 U.S.C. § 355G) in iale 2003. SeeThe Access lo Affordable Pharmaceuricnls 
provisions of the Medicare Prescriplion Drug. InoprDvemcm, and Modernization Act or2003, Pub, L. No. 
108-173, \ 17 Stai. 2066 (Dec. 8. 2003) ("MMA"). The nujority of ihc amendments pcrtaimng to ISO-dny 
exclusivity do nor apply to the exclusivity delerminaiiotis foe the pravastatin ANDAs because the earliest 
ANDA containing a paragraph IV certification was submitted before the December 8, 2003, enactment date 
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trigger Ihe stBrt of the exclusivity period: (1) the commercial marketing of the drug 
product as set forth in subparagraph (I); or (2) an applicable court decision as set forth in 
subparagraph (11). Subparagraph (II) is commonly referred to as the "court decision 
trigger." 

By regulation, FDA has long interpreted the court decision trigger to be satisfied 
not only by a decision of a court holding the patent invalid or not infringed, but also by a 
decision holding the patent unenforceable. 21 C.F.R. § 314.107(c)(i)(ii). In the 
preamble to the ] 994 final rule implementing the Drug Price Competition and Patent 
Temi Restoration Act of 1984 ("Hatch-Waxman Amendments" to the FDCA), the agency 
explained that references in section 505 to patent invalidi^ and noninfringement should 
be interpreted to embrace unenforceability so as to be consistent with "Congress' obvious 
intent in allowing patent challenges under section 505,'* and to avoid absurd results. 59 
Fed. Reg. at 50,339 {citmgMerck v. Danbury Pharmacal, Inc., 69A F. Supp. 1 (D. Del. 
1988). aff-d, 873 F.2d 1418 (Fed. Cir. 1989)). 

B, The Teva Cases 

In the Teva cases, FDA was asked to determine whether the dismissal of a 
declaratory judgment action for lack of subject matter jurisdiction in a patent case 
between Teva and Syntex constituted a court decision trigger of exclusivity for Apotex 
(then Torpharm) fertile drug liclopidine. Teval, 182F.'3dat 1006-07. FDA determined 
that the Teva-Syntex dismissal was not a "decision of a court" or a "holding," as required 
by the statute, Id. On appeal, the D.C. Circuit concluded that FDA's detemiination that 
there had been no court decision trigger was arbitrary and capricious. Id, at 1007-10. 
The court remanded to the agency for an explanation of, inter alia, why FDA did not 
recognize that a dismissal based on representations that estopped the patentee from suing 
for infringement constituted a court decision trigger. Id. 

' On remand, FDA attempted to explain its decision, but the district court. Judge 
Kollar-Koteily, rejected the agency's explanation. Teva Pharms. USA.Inc. v, FDA^ No. 
99-67, 1999 U.S. Dist. LEXIS 14,575 at ^22-23 (Aug. \9, 1999) ('The FDA is bound by 
the Court of Appeals' detemiination that the purpose of the court decision trigger is to 
ensure that the patent-holder is estopped from suing the AKDA applicant."). The D.C. 
Circuit affirmed the district court's decision in an unpublished decision staling that "for 
the reasons cited ... in Teva J and by the District Court, the judgment of the agency fails 
for want of reasoned decision-making." Teva 11, 2000 U.S. App. LEXIS 38,667, at *6. 
Following the Tev/?// decision, FDA has believed that it was bound to apply an estoppel- 
based standard when making court decision trigger determinations, and initially applied 
this standard with respect to the pravastatin products at issue here. 



of the MMA. iSee frf. % 1 I02(b)(0. The MMA does, however, apply to the court decision trigger 
dclermuiDlion nl issue insofar as it defines a "decision of a coun" os a final Judgment from which no 
appeal can be or has been lakcn. Ses\A\AK\ 1102(b)(3) (defining "decision of a court" fordnigsfor 
which a paragraph IV certification was filed before enactment of the MMA and for which there has been no 
triggering court decision as of the date ofcnnctincnl, December 8, 2003). 



4. 
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C". FDA's June 28, 2005 Decision 

Bristol is ihe holder of an approved NDA 19-898 for pravastatin sodium tablets, 
■which it markets under the brand-name Pravachol. Pravachol is approved for the primary 
arid secondary prevention of coronary events and for treating hyperlipidemia. Bristol 
listed four relevant patents in the Orange Book with respect toitsdrug: U.S. Patent Nos. 
-1.346,227 ("the '227 patent"); 5,030,447 ("the '447 patent"); 5,180,589 ("the '589 
patent"); and 5,622,985 ("the '985 patent"). Several ANDA applicants, including Apotex 
and Teva, have submitted ANDAs containing paragraph IV certifications to the *447, 
'589, and '985 patents. The '227 patent and its pediatric exclusivity expires on April 20, 
2006. ^ Any applicant that has submitted a paragraph HI cerlificalion to the '227 patent is 
thus precluded from marketing the drug at least until that date, 

Apotex notified Bristol of its paragraph IV certifications to the '447, '589, and 
'985 patents, butBristol declined to sue Apotex for inftingeraenl. Apotex then sued 
Bristol in the United States District Court for the Southern District of New York {Apotex 
Inc. V. Brisiol-Myers Squibb Co. (No. 04 CV 2922)) for declaratory judgment of non- 
infringement and/or invalidity of those patents. The case was dismissed by a stipulation 
and order issued on July 23, 2004. 

The order recited that Bristol had "repeatedly represented and assured Apotex 
that, notwithstanding any disagreement on the scope or interpretation of the claims of the 
'447, '985, and '589 patents, it had no intention to bring suit against Apotex for 
infringemenL" Apotex stipulated to dismissal of the case for lack of subject matter 
jurisdiction based on those "pre-Complaint representations." Both parties signed the 
stipulation and order, which the court endorsed as "so ordered.'* 

By letter dated September 7, 2004, Apotex requested a detennination from FDA 
that the July 23, 2004 stipulated order dismissing Apotex's declaratory judgment action 
constituted a "decision of a court" under section S05(j)(5)(B)(iv)(If) that triggered any 
1 80-day exclusivity for pravastatin. In view of the Teva cases, FDA believed itself 
obliged to apply an estoppel-based standard in determining whether the July 23, 2004 
order qualified as a court decision trigger. In its June 28, 2005 decisitin, the agency 
determined that Bristol's assurances to Apotex that it would not sue for infringement 
estopped Bristol from suing Apotex for infringement. Thus, under the estoppel-based 
standard FDA believed Jevo /mandated, FDA found that the dismissal qualified as a 
court decision under section 505(j)(5)(B)(iv)(I]), triggering the running of 180-day 
exclusivity for the '447, '589, and '985 patents. 



"* Pediatric cKcIusivily is intended as an incentive lo sponsors to conduct and submit Lo FDA studies 
lequeslcd by (he ngency on Che use or dnigs in pediatric populations. )t is q six-month exclusivity that 
atlachcsiODny listed patent or eifcluBivity for the dnigstuilied, 21 U.S.C, § 355n. 
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D. revfl /// 

On July 26, 2005, Teva sued FDA, arguing that FDA's June 28, 2005 decision 
was based on Iheagency'senoneousbelief that Teva /and Tfewi //required the agency to 
apply an estoppel-based standard. Alternatively, Teva argued that even if the Teva 
decisions did impose an estoppel-based standard for the court decision trigger, Bristol's 
assurances to Apotex were insufficient to effect a complete estoppel. Teva additionally 
argued that the dismissal had been made effective not by the court bat by the parties 
under Federal Rule of Civil Procedure 41(a)(l)(ii), and as such lacked sufficient judicial 
involvement to constitute a "decision" or a "holding" of the court. 

The district court agreed with Teva tliat the dismissal had been made effective 
under Rule 41(aXl)(ii) and lacked sufficient "judicial imprimatur" to constitute a court 
decision trigger of iSO-day exclusivity. Teva Pharms. USA. I?ic. v. FDA, 398 F. Supp. 2d 
176, 190 (D.D.C. 2005) (Bates, J.). The court stated, however, that Bristol's statements 
to Apotex were sufficient to preclude Bristol from suing for infiingement, concluding 
that "[tjhis case thus embodies the peculiar circumstance in which the words of [Bristol] 
arepreclusive, but they arenotpartof a*decision' or 'holding' within the meaning of the 
Hatch- Waxman Act." 2d. at 192 n.6. The district court did not reach the question of 
whe^er Teva /and Teva //had established asubslantive rule binding upon FDA.- 

On appeal, the D.C. Circuit determined that "[t]he FDA mistakenly thoughtitself 
bound by our decision in Teva I and Teva II" and held that *'[t]his error renders [the 
agency's] decision arbitrary and capricious." Teva III, 2006 U.S. App. LEXIS 63S4,-at 
* 12'. The couji explained that it had never established a requu*emert to apply the estoppel 
standardasaninterprelationof the court decision trigger. Id. at*8-10. Rather, Teva III 
held that Teva /had simply found FDA's reasoning inadequate for the reasons discussed 
in that decision. Id. at *9; see also section H.A., infra. Concluding that "FDA still has 
not answered thequestionsput toitby the Teva /court," I'rf. at-*13n.5, the court vacated 
the district court's judgment and directed the district court to remand to the agency to 
interpret the court decision trigger provision in view of the agency's own expertise and 
appropriate policy considerations. Id. at^lS, 

D. FDA's Interpretation of the Court Decision Trigger Provision 

In accordance with the Teva ///court's determination that FDA is not bound to 
apply the estoppel-based standard discussed in Teva I, FDA has brought its experience to 
bear and now makes an independent interpretation of the statute. FDA has determined 
that it is most appropriate to interpret the statute consistently with its plain language. 
Thus, the agency is interpreting the court decision trigger provision to require a decision 
of: a coufi that on its face evidences a /jo^cf/nj' on the merits that a patent is invalid, not 
infringed, or unenforceable. This interpretation follows most readily from tiie statutory 
language and FDA's long-standing regulation including unenforceability as a separate 
basis for a court decision trigger. 21 U.S.C. § 355G)CS)(B)(iv)(II) ("the date of zdecision 
of a court . . . holding the patent which is the subject of the certification to be invalid or 
not in&inged") (emphasis added); see also 21 C.F.R. § 314.107(cXl)(ii) ("The date of a 
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decision of the couri holding the relevant patent invalid, unenforceable, or not 
infringed.") (emphases added).'' 

A "holding" is generally defined to mean "[a] court's determination of a matter of 
law pivotal lo its decision; a principle dra^vn from such a decision." Black's Law 
Dictionary at 737 (7th ed, 1999). The statute's express requirement of a "holding" that 
the patent is "invaJid" or "not infringed" indicates that the court must tesolve the issues 
of invalidity, noninfringement, and unenforceability (pursuant to FDA's regulation) on 
the merits. See id. at 1 003 (defining "merits" as referring to "[t]he elements or grounds 
of a claim or defense; the substantive considerations to be taken into account in deciding 
a case, as opposed to extraneous or technical points, esp. of procedure'^. Under the 
agency's interpretation, in the court decision trigger context, the holding must be 
evidenced by a statement on the face of the court's decision demonstrating that the court 
has made a detennination on the merits of patent invalidity, noninfringement, or 
unenforceability. 

A. FDA's Response to Teva I 

In reaching this interpretation, FDA is mindful of the Teva /court's criticism of 
the agency's original position, as well as the Teva ///court's view that FDA has never 
adequately addressed that criticism. FDA addresses the specific issues raised in Teva J 
below. 

I. ■ FDA's Inteiprelation is Consistent with the Purpose of the Statute 
and Will Promote Industry Certainty and Administrative 
Workability 

FDA acknowledges the T'eva /court's discussion of broader definitions of 
"decision" and "holding" as potentially including dismissals with preclusive effect. Teva 
1, 182F.3dat 1008. However, the Teva ///court has determined that Teva /'j discussion 
is not binding upon the agency. Teva III, 2006 U.S. App. LEXIS 6384, at ♦12, 

Teva I fiirther suggested that estoppel was a relevant consideration for the court 
decision trigger because a different view would allow the patent holder to manipulate the 
system and delay generic competition by stating that it would not enforce its patent. Teva 
I, 182 F.3d at 1009. That result, in the co-urt's view, would be contrary to the purpose of 
the statute. Id. FDA does not believe, however, that a narrower, textual ly-based 
approach is contrary to the purpose of the statute. The court decision trigger provision 
expressly requires a decision of a court holding in favor of the AKDA applicant. The 



^ TheD.CCircuil has found thai the court decision trigger provision 13 nmbiguous. SecTeval, 182F.3d 
at 1 007-08 (noting that the terms "holding" and "decision" are subject lo intcrprclalion); see also Teva III, 
2006 U.S. App. LEXIS GBS"! Ql ""li (assuming, in accordance with Teva I, thai Ihe statute is ambiguous). 
To ihc extent that Ihere is ambiguity in any of the terms, such as "decision," "holding," "invalid," "not 
infringed," and [by regulation] "unenforceable," FDA's inietpretation is permissible and hews more closely 
to the language of the statute than the estoppel-based approach thai the agency believed was coirpcltcd by 
Teva f and Teva II. 
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agency's "hoiding-on-the-merits" standard may provide a more limited trigger than an 
estoppel-based standard, but il is Congress itself Ihat chose Id impose the requirements of 
a "decision ofa court" and a "holding," The estoppel-based standard, by contrast, has the 
anomalous result of subslltuling the agency's subsequent determination of preclusive 
effect for a court's holding on the merits. 

Elsewhere, the D.C. Circuit has recognized that the exclusivity provision reflects 
a Congressional balancing of competing policy goals. See Teva Phannaceutical Indus, v, 
FDA, 410 F.3d 5) , 54 (D.C. Cir. 2005). "Because the balance struck .... is 
quintessenlially a matter for legislative judgment," the inteiprelation should "attend 
closely to the temis in which Congress expressed that judgment." Id. FDA believes that 
il is appropriate to apply the most facially supportable interpretation of the statutory 
language to. give effect to Congress's purpose for the court decision trigger provision, and 
that nothing less than a court decision with a holding on the merits of the patent claims 
should qualify as a court decision trigger, The estoppej-based approach, by contrast, 
renders the terms "decision," "holding," and "invalid or not infringed" superfluous, in 
contravention of accepted canons of statutory construction. See, e.g. Bailey v. United 
Slates, 5 1 6 U.S. 1 37, 146 (1995) (superseded by statute on other grounds) ("We assume 
that Congress used [the] terms because it intended each term to have aparticular, 
nonsuperfluous meaning.*")- Indeed, pie-Teva I, the D-C. Circuit suggested that a proper 
interpretation of the court decision trigger should give substantive effect to the terms that 
Congress chose. See Purepac Pharm. Co. v. Friedman, 162 F.3d 1201, 1205 n.6 (D.C. 
Cir. 1 998) ("Suppose fiirther that a first applicant is sued but that tlie suit docs not result 
in a judicial decision finding the patent not infringed or invalid, so that the judicial 
decision trigger in § 3550)(5)(B)Civ) is not activated. This could happen if, for instance, 
the suit is dropped or settled."). 

Further, the law on estoppel relevant in the court decision trigger context is not 
well developed, tn fact, the Federal Circuit kw to which the D.C. Circuit looked in Teva 
I to determine v/helher a particular representation has estoppel effect generally addresses 
whether there is sufficient reasonable apprehension of suit to support a declaratory 
jud^nent action, and not, as in the Teva /court's inquiry, whether the patentee is 
ultimately estopped from suing for infringement/ In short, applying the estoppel 
standard articulated by the Teva J court would often require FDA to resolve factually 
intensive questions with little guidance firom the courts on how to apply the facts to the 
law. 

Estoppel can be raised in different contexts, and the agency foresees that an 
estoppel-based approach could require FDA to make determinations based on a host of 
factors regarding whether a patentee may be equitably estopped from suing aparticular 
AND A applicant. See, e.g., A.C. Aukerman Co. v. R.L Chaides Conslr. Co., 960F.2d 
1020, 1028 (Fed. Cir. 1992) (en banc) (noting factors relevant to equitable estoppel: 



' See Teva f, J82F.3dat ]QOS-0S(cit:»ig Super Sack M/g. Corp. u. Ome Packaging Corp., 57736 1054, 
1059 (Fed. Cir. 1995); Specironics Corp. v. H.3. Fuller Co., 9fl0 F.2d 631, 636-38 (Fed. Cir. 199)); and 
Fina Research. S.A. v. Baroid Lrd., U) F.3d 1479, IISB-Sl (Fed. Cir. 1998)). 
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(1) misleading conduct by the palentee indicaling that it will not enforce its patent; 

(2) reliance by the alleged inftinger; and (3) material prejudice to the alleged infringer.if 
the patentee \s allowed to proceed with its claim). Such determinations are often quite 
subjective, dependent on an infinite variety of factual contexts, and provide scant basis 
for predictability to the regulated industry. 

In addition, the estoppel-based approach has been difficult to apply and has led to 
uncertainty. Experience has shown, for example, thai declaratory judgment actions may 
be dismissed for a variety of reasons, not all of which concern representations with 
preclusive effect that can then serve as a proxy for a finding of estoppel. See, e.g., Teva 
Pharms. USA. Inc. v. Pfizer, Inc., 395 F.3d 1324, 1333 (Fed. Cir.), cert, denied, 126 S. 
Ct. 473 (2005) (dismissing declaratory judgment action for lack of subject matter 
jurisdiction despite the patentee's refusal to provide assurance that it would not sue). 
Indeed, Teva 1 and Teva 11, as well as the instant pravastatin case, demonstrate the 
difficulty of applying an estoppel-based standard that requires the agency to evaluate the 
underlying reasons for a dismissal — aad the very low likelihood of industry certainty 
under such a standard.^ 

FDA is ill-equipped to make feel-based determinations concerning whether 
certain statements or actions of a coinpany in litigation to which KDA is not a party may 
estop that company from enforcing its patent. FDA's interpretation of the court, decision 
trigger provision as requiring a holding on the merits will enable the agency to rely on the 
face of the court's decision to determine whether there has been a holding that a patent is 
invalid, not infringed, or unenforceable. As Teva I and Teva I! detnonstrate, an estoppel- 
based approach inexorably spawns subsequent litigations concerning FDA's estoppel 
determinations — litigations that can be avoided under a clearer, textually-based 
standard. 

2. FDA's Interpretacidn is Consistent with its Regulation, which 

Includes Unenforceabiiily as a Separate Basis for a Court Decision 
Trigger 

The Teva I court requested (hal FDA explain how FDA's decision that the Teva- 
Syntex dismissal was not a court decision trigger was consistent with FDA's regulation 
including unenforceability as a basis for the court decision trigger. Id. at 1009-10. Teva I 
suggested that FDA's position was "absurd" because FDA's regulation included 
unenforceabih^, but FDA refused lo acknowledge a dismissal that had the apparent 
effect of unenforceability as a court decision uigger. Id. 



* In the pravnslatin case, for example, Ihc district court agreed with FDA Ihat Brisiol was estopped from 
suing Apoic^t for infringcmem, b«i for diflerent reasons. Compare Teva, 398 F. Supp. 2d at 192 n.6 
(Hnding preclusion based on Brisiol's rcprBsenlalions having "prevcnt[ed] any reasonable apprehension 
from arising"): w'lh FDA's June 28, 2003 letter at 4 (finding preclusion based on Bristol's repeated 
assurances that it had no intention lo sue Apolex for infringement). 
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FDA's regulation interpveliDg the court decision trigger slates that the trigger 
occurs on: "[t]he date of a decision of the court holding the relevant patent invalid, 
unenforceable, or not infringed." 21 C.P.R. §3 14.107(c)(1). FDA's inclusion of 
"unenforceable" in its regulation serves the salutary purpose of encouraging patent 
challenges based on unenforceability. See 59 Fed. Reg. at 50,339. The regulation, 
consistent with the statute, expressly requires that there be a court "decision" and a 
"holding" of unenforceability. 

FDA does not believe that a patentee's statements concerning its intentions not to 
enforce a patent, even if reflected in the dismissal, constihJtc a court's "decision . . , 
"holding" a patent unenforceable. As explained in section H.A.I., supra, FDA rejects an 
estoppel-based interpretation of the statute based on a patentee's representations. As 
noted, a declaratory judgment action can be dismissed for a variety of reasons, and such a 
dismissal cannot uniformly serve as a proxy for a determination of preclusive effect. 
Even if a patentee's representations have the apparent effect of rendering a patent 
unenforceable vis-a-vis a particular ANDA applicant, in the agency's viev/, a holding of 
unenforceability must result from a court 's consideration of that issue on the merits, 
rather than FDA 's evaluation of the effect of a patentee's statement The estoppel-based . 
approach turns the slalutory language on its head, by compelling FDA — rather than a 
court, as the statute seemingly requires — to effectively make a "decision" and a 
"holding" of unenforceability. Such patent-related decisions are not within the agency's 
expertise, nor does the statute require FDA to make those decisions. FDA's statutory and 
regulatory interpretation is not "absurd" because it is narrower than the estoppel-based 
standard. The agency's interpret ation gives iiill effect to each word of the statute and 
regulation and will provide greater certainty than the estoppel -based standard. 

3. FDA's Interpretation is Consistent. with the FDA's J 80-day 
Exclusivity Guidance and the Granuiec Decision 

Teva I also concluded that FDA had not adequately explained its position on the 
Teva-Syntex dismissal with regard to (a) FDA's "case-by-cBse" approach to exclusivity 
set forth in a guidance document, J80-Day Generic Drug Exclusivity under the Halch- 
Waxman Amendments to the Federal Food, Drug, and Cosmetic Act (June 1998) (180- 
day exclusivity guidance); or (b) why the agency recognized a grant of partial summary 
judgment of noninfringement based on apatenl holder's admission as a court decision 
trigger in Granuiec. Inc. v. Shalala, 139 F.3d 889, 1998 WL 153410 (4th Cir. Apr. 3, 
1 998) (unpublished opinion), but did not consider the Teva-Syntex dismissal for lack of 
subject matter jurisdiction a court decision trigger even though it too arose from 
statements made by the innovator. Id. at lOlO-l 1. 

The regulatory landscape has changed dramatically since FDA's original 
determination that the Teva-Syntex dismissal did not constitute a court decision trigger. 
At that time, FDA was undertaking nilemaking and regulating directly from the statute in 
the interim, using a "case-by-case" approach to make its exclusivity determinations. See 
180-day exclusivity guidance. Jevfl /suggested that FDA had failed to adopt any 
particular interpretation of the statute, and also had not "abide[d] by the commitments it 
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made in the 'Guidance for Industry' as to how it would proceed until a new rulemaking 
was completed." Id. 

Just a few days after the Teva I decision, in proposing a rule, PDA rejected a 
suggestion that a dismissal for lack of jurisdiction based on a lack of case or controversy 
should constitute a court decision trigger. 180-Day Generic Drug Exclusivity in 
Abbreviated New Drug Applications, 64 Fed. Reg. 42,873, 42,B81 (Aug. 6, 1999) 
(proposed rule). Rather, the agency proposed a 1 80-day "triggering period," during 
which there would have to be either a favorable court decision or commercial marketing 
ofthednig. /li at 42,877. Ifneitherofthose events occurred, the first ANDA applicant 
would lose its ejigibijity for exclusivity. Id. Under the "triggering period" approach, 
subsequent applicants would not be blocked indefinitely from approval, and would thus 
presumably have no need Id seek to trigger exclusivity by bringing declaratory judgment 
actions and thereby raising the myriad issues that arose Jn the Teva litigations. Id. at 
42,881. 

FDA withdrew that proposed rule in 2002, however, in part due to its belief that 
the Teva I "holding was directly at odds with the approach the agency proposed in the 
August 1999 proposed lule to deal with dismissals of declaratory judgment actions." 
1 80-Day Generic Drug Exclusivity for Abbreviated New Drug Applications, 67 Fed. 
Reg. 66,593, 66,594 (Nov. 1, 2002) (withdrawal of proposed rule) ("After careful 
consideration of the comments on the August 1999 proposed rule and multiple court 
decisions affecting the agency's inteipretation of the provisions of the act relating to 180- 
day exclusivity and ANDA approvals, KDA has concluded that it is appropriate to 
withdraw the August 1 999 proposed rule at this time.")! Following H)A's withdrawal of 
its proposed rule, Congress substantially amended the 180-day exclusivity provision in 
theMMA. 5ee note 2, 5wpra. FDA determined not to expend its resources crafting a 
regulation that would be vulnerable to challenge if it diverged from Teva /and would in 
any event become less relevant in the near future due to Congress's substantial revision 
of the 180-day exclusivity provision, which ultimately eliminated the court-decision 
trigger provision (but provided for forfeiture of exclusivity in certain circumstances),' 

Now, however, FDA is independently interpreting the statute in accordance with 
the direction of the Teva HI conn. For all oflhe reasons explained above, FDA's 
interpretation here is fully consistent with the statutory language and the extensive 
regulatory and judicial history concerning the agency's treatment of the court decision 
trigger issue. 



' It bears noting that one cvcnl thai can trigger rorfcicurc under the MMA is a "a settlement or consem 
decree that enters a final judgmcnl thai includes a finding that the patent is invalid or not infringed." 21 
■U.S.C. § 355())[5)(D)(i)(l)(bbXBB) (2005). As explained above, the MMA amendments do not apply to 
pravastatin except in one respect (see note 2, sitpra) and ore not at issue in this decision. The agency's 
delBrminntion ro apply the "holdlng-on-the-meriis" standard under the pre-MMA statute does not reflect an 
agency view as to the proper scope or interpretation of this forfeiture provision or any other ibifeiture 
provision in the MMA. 
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Tem I also suggested Ihat Ihe Teva-Syntex dismissal should satisfy the court 
decision trigger requirement because it "support[ed] estoppel lo the same extent as the 
grant ofpartialsummaryjudgment at issue in <jrflrt«/ec." TevaJ, 182F.3dat lOU, For 
the reasons explained in section II.A.l, supra, however, FDA ddes not believe that the 
court decision trigger provision should be inteipreted lo embrace dismissals based on 
underlying statements that have estoppel effect unless the decision evidences a court 
holding on the merits of the patent claims, Applying the "holding-on-the-nierits" 
interpretation, it is clear that the Teva-Syntex dismissal was materially distinguishable 
from the decision at issue in Gramiiec. 

The underlying decision in Granuiec was a memorandum decision by the court 
granting a motion for partial summary judgment of noninfringement based on the 
patentee's concession that the defendant's product did not infringe. Glaxo, Inc. v. 
Boehringer IngelJieim Corp., No. 95-CV-01342 (D. Conn. OcL 7, 1996) (memorandum 
decision). The court's grant of summary judgment is clearly a holding on the mwits of 
patent noninfringement as a matter of law.^ 5eeFed. R. Civ. Proc. 56(c) ("The judgment 
sought shall be rendered forthwith if the pleadings, depositions, answers to 
interrogatories, and admissions on file, together with the affidavits, if any, show that 
there is no genuine issue as to any material fact and that the moving party is entitled to a 
judgment as a matter of law"). In contrast, the Teva-Syntex case was dismissed on 
jurisdictional grounds based on Teva's lack of a reasonable apprehension of suit. See 
Teva /, 1 82 F.3d at J 004. Once the court recognized that it lacked jurisdiction, it 
appropriately refused to decide the merits of the case and granted Syntex's motion to 
dismiss. Thus, FDA's textually-based interpretation is entirely consistent witli ils 
detenminalion that there was a court decision trigger in Granutec, but not in the Teva- 
Syntex case. 

B. FDA's Interpretation is Most Facially Supportable and is Consistenl with 
Important Policy Goals of Regulatory Clarity and Certainty 

The legislative history for the Hatch-Waxman amendments clearly reflecls a 
congressional intent to expedite approval of generic drugs and promote competition in the 
drug marketplace. H.R. Rep. No. 98-857, Pt. 1, 98th Cong., 2d Sess. at 14-15, reprinted 
in 1984-U.S.C.C.A.N. 2647-48. However, to achieve these policy goals, Congress 
established a regime that depends on ANDA applicants to challenge drug patents to 
enable earlier approval of generic drugs and, thereby, promote competition. Congress 
clearly believed that ANDA applicants needed an incentive beyond the prospect of earlier 
generic market entry to take on the litigation risks associated with challenging drug 
patents. This Congressional belief is manifested in the statutory provision for 180-day 
exclusivily under section 505{j)(5)(B)(iv). 



Consistent wiih its decision in Ihc Granuiec case, FDA's interpretation docs not demand, and the agency 
does not Intend (o limit its scope to, court decisions following a tiill trial. Tlic statutory language "decision 
ofa court" in section 505tJ)(5)(BXiv)(II) docs nol require such a nairow reading; nor does the legislaiivc 
history appear lo indicate Congressional intent for the language to be read in such a manner. 
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A relatively broad interpretation of the court decision trigger, such as the estoppel 
standard, makes it easier to trigger 180-day exclusivity. In any specific case, this may 
speed approval of subsequent AXDA applicanis and, therefore, competition in the 
marketplace. However, a relatively broad trigger for 180-day exclusivity could diminish 
the value of 1 80-day exclusivity to ANDA applicants, and thus it might also reduce the 
incentive for ANDA applicants to challenge an innovator's patents. A relatively nairow 
interpretation, such as the "holding-on-the-merits" standard, may slow approval of 
subsequent AKDAs and competition in a specific case. It could, however, make 
exclusivity more valuable, and thus make patent challenges more common overall. In 
any event, the legislative history offers little if any guidance as to which interpretation 
Congress miglit have preferred, and thus it is appropriate to apply the interpretation most 
consistent with the plain language of the provision. See, e.g., Teva, 410 F.3d at 54. 

In the absence of clear Congressional intent to promote another policy objective, 
the agency considers clarity and certainty of critical importance. Because of the huge 
financial consequences that result from gaining or losing six months of ANDA marketing 
exclusivity, drug companies have creatively construed the FDCA and relevant court 
decisions to gain whatever marketing advantage they can. This dynamic is demonstrated 
with remarkable clarity by Apotex's and Teva's having taken legal positions with respect 
to the Apoiex-Bristol dismissal that are diametrically opposed to their positions in the 
original Teva litigation during 1999 and 2000. This change of positions is not surprising 
because their roles are reversed: with respect to pravastatin, they each occupy the seat 
the other occupied with respect to ticJopidine. Indeed, the parties' (as well as the Generic 
Pharmaceutical Association's) disparate policy arguments for and against easier 
triggering at different times underscores that there may be no clearly preferable position 
from a policy perspective. See, e.g„ Teva Pharms. USA, Inc. v. FDA,}^o. 05-1459 
(D.D.C.) (0pp. of Intervenor-Defendant Apotex Inc. to Mot, of Generic Pharmaceutical 
Ass'n for Leave to File Brief as Amicus Curiae, at 2-4, filed Sept. 9, 2005) (noting that 
the Generic Pharmaceutical Association has made policy arguments both for arid against 
a broad interpretation of the court decision trigger in different cases). 

The stipulated order dismissing the Apoiex-Bristol case could reasonably be 
viewed as an effort to tailor a dismissal order to satisfy the estoppel standard discussed in 
Teva I. It includes a statement on its face that Bristol had committed not to sue Apotex 
for patent infringement. It expressly states that the case is dismissed for lack of subject 
matter jurisdiction on. the basis of Bristol's assurances. Nevertheless, Teva challenged 
the agency's deteimination on multiple grounds, including whether Bristol's statements 
had estoppel effect and whether the order constituted a decision of a court as a matter of 
federal civil procedure law.' 



*" Tnc agency's briefonnppcat to IheTevfl/// court indicates thepolentially mjTJad complexilics of 
atlempEing to apply an estoppel-bused stQndnrd; 

The considerations that the district court's decision make crucial - wheliier the dismissal for lack 
of jurisdiction lesultcd from & motion or n siipulaiion, wheUicr the dismissal was effected uoder 
one procedural nile or anolher, whether the dismissal recites that the court found "good cause" for 
it, whether the court considered papers beyond iJie motion or stipulation itself, whether the couit 
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FDA's experience suggests thai drug companies will conlinue lo litigate over 
exclusivity issues whenever the potential financial rewards are sufficiently high. Were 
FDA to adopt a standard less objective and clear than the *'hol ding-on- the-merits" 
standard, the opportunities for disputes regarding the tripping of the court decision trigger 
would increase. Further, it seems reasonable to assume that applicants are more likejy to 
conclude that their chances of success in court are belter in cases concerning patentee 
estoppel because of FDA's lack of expertise on this issue. 

It is in the public's interest, as well as FDA's own interest, to have exclusivity 
triggering determinations governed by a legal regime that is clear and easily 
administered. Encoiiraging highly-interested and well-financed litigants to pursue ever- 
finer distinctions, ever farther removed from the language of the statute and from its 
purposes, does not advance the public's interest. It offers no guarantee of more rapid 
generic drug approvals, only a high likelihood of delay due to litigation, and the prospect 
that this area of law will remain unnecessarily unstable, thus undermining marketplace 
certainty and interfering with business planning and investment. 

C. Application of FDA's Interpretation to the Apotex-Bristol Dismissal 

Under FDA's interpretation, it is clear that the July 23, 2004, stipulated order 
dismissing the Apotex-Bristol declaratory judgment action is not a court decision 
"holding" that the subject patents are invalid, not infringed, or unenforceable. Nowhere 
on the face of the order is there such a detennination by the court regarding any of the 
patents at issue. Even if Bristol's assurances to Apotex, incorporated into the dismissal 
order, were later determined by a court to estop Bristol from suing Apotex for . 
infringement, the July 23, 2004 dismissal itself does not contain a. holding on the merits 
of patent invalidity, noninfringement, or unenforceability — the issues specified by 
Congress in the statute (and FDA by regulation). Indeed, the dismissal order makes clear 
that the case was dismissed for procedural reasons (lack of subject matter jurisdiction) ■ 
based on Bristol's representations without a holding on the merits of Apolex's 
declaratory judgment patent claims. 

FDA has thus concluded that 1 80-day exclusivity for pravastatin was not 
triggered by the July 23, 2004 dismissal. Absent a materia] change in circumstances, 
FDA Intends to approve only those ANDAs eligible for 180-day exclusivity for 
pravastatin when the '227 patent (including its period of pediatric exclusivity) expires on 
April 20, 2006. Approvals of all other pravastatin ANDAs will be delayed for 180 days 
after exclusivity has been triggered.' 



held a hearing, and the like . , . bMr no rclationslup either to whether the decision "hoId[sj the 
patent ... to be invalid or not infrinsed" 



'" Apotcx asserted that ihc Apotex-Bristol dismissal applied lo the 10 mg, 20 mg, AO mg, and 80 mg 



Br. for the Federal AppelUnls at 54 (fl)ed Dec. 22, 20OS), 

" Apolex asserted that the Apolex-Bristol dismissal applie 
strengths of pravastatin. Because FDA has determined that the Apotex-Bristol dismissn) docs not qualify 
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HI. Conclusion 

FDA interprets the court decision trigger provision to require a decision of a court 
ihat on its face evidences a holding on the merits of patent noninfiingement, invalidity, or 
unenforceability. The July 23, 2004, Apotex-Bristol dismissal does not contain such a 
holding. FDA therefore denies Apotex's request for an agency determination that 180- 
day exclusivity for pravastatin has been triggered and run. 

Sincerely, 



C^Z^V^Nv^r^T^^^^-i^^^--- 



Gary Buehler 

Director 

Office of Generic Drugs 

Center for Drug Evaluation and Research 



as a court decision trigger for any strength ofpravasiotin, FDA need not decide (and this decision should 
nol br construed as deciding) whether ihe dismissal order encompassed aJI four strengths. 
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Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporary Restraining Order and/or Preliminary Injunction 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF COLUMBIA 



APOTEX INC. 

Plaintiff, 

V. 

FOOD AND DRUG ADMINISTRATION, et al. 
Defendants. 



Case No. 



DECLARATION OF TAMMY MCINTIRE 

I, TAMMY MCINTIRE, declare as follows: 

1. I am the President of Apotex Corp., which is located in Weston, Florida. Apotex 
Corp. is tlie United States marketing and sales affiliate for Apotex Inc., a Canadian-based 
pharmaceutical company tliat develops and manufactures affordable generic medicines. For 
convenience and clarity, I will refer to Apotex Inc. and Apotex Corp. collectively in this 
Declaration as "Apotex." 

2. I have personal knowledge of the facts set fordi herein, or believe them to be true 
based on my experience in tlie pharmaceutical industry and information 1 have received in the 
course of my duties, and am competent to testify to the same, 

3. I submit tliis Declaration in support of Apotex's motion for temporary restraining 
order and/or preliminary injunction. 

4. In my current position, I am personally involved in the introduction and 
promotion of new generic dmg products for the United States market. I am familiar witli the 
considerable benefits and advantages of so-called "180-day exclusivity," which generally allows 
one generic company to market and sell its product witliout other generic competition for 180 



Case 1 :06-cv-01 890-RMC Document 3-7 Filed 11/06/2006 Page 3 of 9 



days. This exclusive "first-mover advantage" generates significant tangible benefits such as 
enduring market share, increased sales across all product lines, and higher profit margins, as well 
as intangible benefits such as improved market poshion, customer goodwill, and reputation. 

5. I am also well aware of the considerable disadvantages and irreparable harm that 
a company suffers when its approval is delayed by ISO-day exclusivity that is improperly granted 
to another company. These losses include, but are not limited to: significant lost profits and 
sales across all product lines; an accompanying decrease in overall market share; decreased 
access to important customers; loss of customer goodwill; and diminished reputafion— all of 
which prevent a company from effectively competing in the ultra-competitive generic drug 
industry. 

6. In short, it is virtually impossible for late-comers to the market to overcome the 
lasting benefits of the first-mover advantage. That is precisely tlie irreparable harm that Apotex 
will suffer if Doctor Reddy=s Laboratories ("DRL") or anotlier applicant is able to launch its 
ondansetron product before this dispute is decided and thus enjoy a period of exclusivity to 
which it may not be entitled. 

Zofran® (ondansetron hydrochloride) 

7. GlaxoSmitliKline ("GSK") currently markets Zofran® (ondansetron 
hydrochloride) tablets, in 4 mg, 8 mg, and 24 mg strengths, in the United States for the 
prevention of nausea and vomiting associated with chemotherapy. 

8. Zofran® is a very lucrative drug for GSK, witli worldwide sales from September 
2004 to September 2005 exceeding $712 million (USD), According to IMS Health, an industry- 
recognized source in the pharmaceutical market, GSIC's total Zofran® sales for 2005 in the 
United States alone were $630,359,000 (USD). 
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Apotex's Ondansetron Tablet ANDA 

9. Apotex has spent considerable sums developing a generic ondansetron 
hydrochloride tablet product for eventual sale in the United States, including compiling tlie 
information required to submit an abbreviated new drug application ("ANDA") to the Food and 
Drug Administration ("FDA"). Apotex's ANDA contains a "Paragraph IV" certification, stating 
that Apotex's product will not infringe GSK's U.S. Patent No. 5,344,658, or that the patent is 
invalid or unenforceable. It is my understanding that Apotex has manufactured and/or purchased 
ondansetron active pharmaceutical ingredient ("API") for a commercial launch of its product. It 
is also my understanding that Apotex has already manufactured ondansetron tablets in 
anticipation of a commercial launch of its product. 

Other Generic Ondansetron Tablet ANDAs 

10. Based on publicly available information, it is my understanding at least eight (8) 
otlier companies have filed ANDAs seeking approval to market a generic versions of Zofran** 
tablets. It is also my understanding that at least two (2) of these companies, including Apotex 
and DRL, have filed ANDAs containing a Paragraph IV certification to the '658 patent. To date, 
FDA has not approved any generic ondansetron tablet ANDAs. 

11. It is my understanding that DRL or anotlier applicant claims to have 180-day 
exclusivity as to ondansetron tablets arising out of a Paragraph IV certification to the *658 patent. 
It further is my understanding that FDA cannot grant final approval of any ondansetron tablet 
ANDA until at least December 24, 2006, when the pediatric exclusivity for GSK's U.S. Patent 
No. 4,753,789 expires. 

12. GSK sued Apotex for infringement of the '658 patent in the U.S. District Court 
for the District of New Jersey. It is my understanding that on May 25, 2005, tlie Court issued a 
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decision dismissing tlie case witli prejudice based on GSK's concession that Apotex's ANDA 
product would not infringe the '658 patent. 

13. It also is my understanding that Apotex contacted FDA to confirm that this 
decision triggered any generic exclusivity tliat would be awarded for ondansetron tablets, and 
that Apotex's ANDA would be eligible for final approval when the pediatric exclusivity expires 
for the 789 patent exphes on December 24. 2006. I further understand that, by letter dated 
November 3, 2006, FDA denied Apotex's request, stating tliat the May 25, 2005 order did not 
trigger any 1 80-day exclusivity for ondanseti-on that may arise fi-om another ANDA applicant's 
paragraph IV certification to tlie '658 patent. 

14. It is my understanding that, according to FDA's decision, if another Paragraph IV 
applicant receives generic exclusivity, Apotex will not be eligible for approval when tiie 
pediatric exclusivity expires for the * 7 89 patent on December 24, 2006. 

Irreparable Harm to Apotex 

15. As an initial matter, if Apotex is delayed and DRL or another applicant is 
permitted to launch its product with 180-day exclusivity, the long-term financial losses to Apotex 
will be substantial and unrecoverable, even if Apotex is successful on the merits of this litigation. 

16. My experience with other drug products has shown that there are considerable— 
often incalculable— benefits to receiving 180-day exclusivity and being the first generic entrant 
to tlie market. The first-mover (such as DRL, here) establishes market dominance that is nearly 
impossible for other, subsequent entrants like Apotex to overcome. The period of 180-day 
exclusivity also allows the first-mover to recover its investment and earn profits prior to others 
entering tlie market, all of which can then be used for developing and marketing new products. 
Conversely, subsequent entrants to the market, like Apotex here, find it difficult to find 
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prospective customers, much less recoup product investments and obtain any significant market 
share. 

17. I have analyzed the potential market share for generic ondansetron tablets during 
the furst 12 months of competition with Zofran® based on IMS data showing Zofran®'s U.S. sales 
from 2004 and 2005. If Apotex were allowed to launch as soon as the period of pediatric 
exclusivity expires on December 24, 2006, Apotex projects tliat it will earn at least $12.28 
million in net sales in tlie first 12 months of generic ondansetron competition, assuming a 
simultaneous launch by the other tentatively approved applicants. 

18. On the other hand, if DRL or another applicant is allowed to launch with six 
montlis of exclusivity prior to all subsequent applicants, Apotex projects that it will earn no more 
tlian approximately $486,679 in net sales in the first 12 months of generic ondansetron 
competition. This translates into a total and unrecoverable loss of at least $ 11.7 million in net 
sales. 

19. Apotex Inc. already has ordered ondansetron API in order to produce and 
formulate the necessary amount of ondansetron tablets required for a product launch- In the 
event DRL or another applicant is allowed to launch with six months of exclusivity prior to all 
subsequent applicants. Apotex would not recoup its development and API investments and costs 
associated with the product. 

20. It is my understanding that Apotex has no remedy against FDA to recover 
Apotex's losses, including Apotex's investments and projected lost sales, if another applicant is 
allowed to commercially launch with exclusivity while this litigation is still pending. This is true 
even if Apotex prevails on the merits. 
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21. Furthermore^ the effects of ari exclusive launch extends well beyond the 
■unrecoverable loss of sales, market share, profits, and investments. This is because the first 
company to commercially market a generic drug product generally reaps a long-term benefit that 
extends well beyond the period of time when it may have the only FDA-approved generic 
product. This occurs because the first company to reach the marketplace in essence fills Uie 
pipeline and is able to enter into long-tenn contracts witli most, if not all, of tlie major customers. 
In other words, if DRL or another applicant is first to hit the market alone, it will be able to tie up 
valuable distribution channels so that, even after the six-month head-start, the loss of access to 
major customers would still foreclose Apotex from effectively competing in the ondansetron 
tablet market. 

22. Apart from the lost opportunity for ondansetron tablet sales (at least $11.7 
million during the first year of generic ondansetron sales alone) and decreased access to major 
customers, Apotex also would lose sales across all of its other generic product lines. When 
companies have the opportunity to exclusively launch a unique blockbuster drug such as a 
generic equivalent to Zofran® tablets, they have significant leverage to sell other products that 
they manufacture. The presence of an exclusive blockbuster in the product line is perhaps the 
single most effective way to increase sales across all product lines. Conversely, subsequent 
entrants to the market like Apotex have no such leverage. This leads to a loss of market share 
across all products, which is also irreparable. 

23. Apotex's ondansetron tablet products are significant not only for Apotex, but for 
its customers. Apotex's image as an important supplier of generic pharmaceuticals has been 
established over tlie years due to its ability to bring lower-cost altematives of important 
medicines, such as ondansetron tablets, to the market. If Apotex is forced to delay the sale of its 
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ondansetron tablet products, Apotex would suffer not only a financial loss in terms of sales, but 
also a significant loss of goodwill in the eyes of its customers. This loss of goodwill could 
potentially adversely impact sales of other generic products Apotex sells to its customers today 
and in the future. 

24. It is also imperative tiiat Apotex obtain the relief it seeks as soon as possible. It is 
my understanding that other applicants who claim to have exclusivity are already pre-seUing and 
marketing their generic products to major customers on the basis tliat they will be the only 
available generic products on December 24, 2006. Apotex, too, needs to be able top pre-sell and 
pre-market its products as well before all major customers and distribution channels are tied up, 
and tliere is no appreciable market share left. 

CoDclusion 

25. In sum, if an applicant exclusively launches its ondansetron tablet product before 
this dispute is decided, Apotex will irreparably lose sales of at least $ 1 1 .7 million, significant 
market share for this and other products, and indeed its entire ondansetron investment, as well as 
customer goodwill and access to major customers. It would also irreparably damage Apotex's 
ability to compete in the ultra-competitive U.S. market. 

Dated: November 6, 2006 
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I, TAMMY MCINTIRE, hereby declare, under penalty of perjury under 
28 U.S.C. § 1746 and the laws of tlie Uniied States of America, tiial the foregoing 
Declaration is true and correct. 



TAMM^^ /MCINTIRE 
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EXHIBIT E 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporaiy Restj-aining Order and/or Preliminaiy Injunction 
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UNITED STATES DISTRICT COURT 
DISTRICT OF CONNECTICUT 



GLAXO, INC., 'gIAXO group LIMITED, 
and ALLEN AND HANBtlRys LIMITED, 

Plaintiffs 

-against- 

BOZHRINGER INGELHEIM CORPORATION, 
and BDEHRINGER INGELHEIH 
CHEMICALS, INC, 

Defendants- 






No. 3: 95-CV-01342(GLG) 
Wemoranduni _ pec:ision 



Hi 



Defendants have moved for partial smnmary judgment (doc, # 
135) as to Plaintiffs' claiJii that Defendants' ranitidine 
hydrochloride product infringes Plaintiffs' patents nos. 4,52i;43i 
(the '431 patent) and 4,672,133 (the '133 patent). Based on 
Plaintiffs' express concession that Defendants' product does not 
infringe . these patents, Defendants' Motion for Partial Smnmary 
Judgment on this claim is GRANTED. 



. 1 



SO ORDERED. 



Dated; October 7 / 1996, 

Bridgeport/ Connecticut. 



;iii 
^^1 



GERARD Ii. GDEXTEL 
n.B-D.J. 



JA346 
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EXfflBIT F 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporary Resti-aining Order and/or Preliminary Injunction 
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Cause: 35:271 Patent Infringement 



Date Filed: 05/02/2002 
Jury Demand; Defendant 
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Jurisdiction: Federal Question 
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ORGANON INC. 
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AKZO NOBEL N.V. 



represented by KEVIN J. MCKENNA 

GIBBONS, DEL DEO, DOLAN, 

GRIFFINGER & VECCHIONE, PC 

ONE RIVERFRONT PLAZA 

NEWARK, NJ 07102 

(973) 560-0643 

Email: lanckenna@gibbonslaw.com 

A 7T0RNEY TO BE NOTICED 



represented by KEVIN J, MCKENNA 
(See above for address) 
LEAD ATTORNEY 
A TTOIiNEY TO BE NOTICED 



V. 

Defendant 

BARR LABORATORIES, INC. 



C ounter Clai mant 

BARR LABORATORIES, INC. 



represented by BRIAN J. MCCARTHY 

WINSTON & STRAWN LLP 

ONE GATEWAY CENTER 

NEWARK, NJ 07102-5398 

(973)621-2230 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 



represented by BRIAN J. MCCARTHY 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 



V. 

Counter Defendant 
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A TTORNEY TO BE NOTICED 
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5/10/02 Answer due 5/30/02. (ar) (Entered: 06/13/2002) 
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07/03/2002 
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Order extending time to answer Counterclaims, (ar) (Entered: 
06/14/2002) 



ANSWER by ORGANON INC. to [3-2] counter claim (ar) (Entered: 
07/10/2002) 



07/03/2002 



Notice of MOTION to dismiss by ORGANON INC., Motion set for 
9/9/02 on [7-1] motion w/cert svc. (Brief/PO Subm) (ar) (Entered: 
07/10/2002) 



07/03/2002 



DECLARATION of CHRISTOPHER P. ISAAC on behalf of 
ORGANON INC. Re: [7-1] motion to dismiss (ar) (Entered: 07/10/2002) 
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DECLARATION of BRIAN J. MC CARTHY on behalf of BARR 
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(Entered: 08/20/2002) 



08/16/2002 
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AFFIDAVIT of GREGORY A. DUFF on behalf of BARR 
LABORATORIES, I Re: in support of applic for pro hac vice admission 
(ar) (Entered: 08/20/2002) 



08/16/2002 
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AFFIDAVIT of GEORGE C. LOMBARDI on behalf of BARR 
LABORATORIES, I Re: in support of his applic for pro hac vice 
admission (ar) (Entered: 08/20/2002) 



08/16/2002 
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AFFIDAVIT of CHRISTINE J. SWIK on behalf of BARR 
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02/05/2003 
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ORDER GRANTING deft Barr's application to admit George C. 
Lombard!, Cliristine J. Siwik and Gregory A. Duff pro hac vice. ( signed 
by Mag. Judge Stanley R. Chesler ) (NM) (ar) (Entered: 08/20/2002) 



CERTIFICATION of KEVIN J. MCKENNA on behalf of ORGANON 
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Christopher P. Isaac pro hac vice, (ar) (Entered: 08/20/2002) 



ORDER GRANTING plas' application to admit Lewris, Litowitz, 
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R. Chesler ) (NM) (ar) (Entered; 08/20/2002) 
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19 



20 



LETTER ORDER extending time for Organon Inc. etc. to submit reply to 
9/1 6/02 and resetting motion hearing on [7-1] motion to dismiss by 
ORGANON INC. for <date not set> ( signed by Judge Faith S. 
Hochberg ) (NM) (ar) (Entered: 09/1 1/2002) 



Minute entry: Proceedings recorded by Ct-Reporter: none; Minutes of: 
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under advisement - RULE 78. By Judge Faith S. Hochberg (ar) (Entered: 
09/18/2002) 



LETTER ORDER in response to plas' [7-1] motion to dismiss deft's 
declaratory jgm Counterclaims for lack of subject matter juris or for 
expedited discovery on infringement taken under advisement etc. ( signed 
by Judge Faith S. Hochberg ) (NM) (ar) (Entered: 01/29/2003) 



Notice of MOTION to dismiss by ORGANON INC., AKZO NOBEL 
N.V., Motion set for 3/10/03 on [19-1] motion w/cert svc. (Brief/PO 
Subm) (ar) (Entered: 02/1 1/2003) 
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Minute entry: Proceedings recorded by Ct-Reporter: none; Minutes of: 
3/1 0/03; The following actions were taken, [19-1] motion to dismiss 
taken under advisement RULE 78 By Judge Faith S. Hochberg (ar) 
(Entered: 03/12/2003) 



STIPULATION and ORDER, dismissing all claims brought by Organon 
for infringement of the ;099 patent are voluntarily dismissed w/prejudice. 
Proceedings shall continue w/respect to Barr's remaining Counterclaims 
IV-VI in accordance w/parties' agreement reflect in the February 5, 2003, 
letter from Kevin J. McKenna, Esq. to the Honoralbe Faith S. Hochberg. 
etc. ( signed by Judge Faith S. Hochberg ) (NM) (JB) (Entered: 
04/29/2003) 



SCHEDULING ORDER settting scheduling conference for 1 :30 
10/22/03. (signed by Magistrate Judge Patty Shwartz ) (NM) (DS) 
(Entered: 09/25/2003) 



23 Minute entry: Proceedings recorded by Crt-Reporter: John Stone; 

Minutes of: 9/29/03; The following actions were taken, [19-1] motion to 
dismiss decision reserved. By Judge Faith S. Hochberg (DS) (Entered: 
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Minute entry: Proceedings recorded by Ct-Reporter: JOHN STONE; 
Minutes of: 9/30/03; The following actions were taken, granting [19-1] , 
motion to dismiss granting. By Judge Faitli S. Hocliberg (DS) (Entered: 
10/02/2003) 
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ORDER granting [19-1] motion to dismiss; dismissing dft's declaratory 
judgment counterclaims no. IV, V, &VI w/out prejudice. ( signed by 
Judge Faith S. Hochberg ) (NM) (DS) (Entered: 10/02/2003) 


10/02/2003 




Case closed (DS) (Entered: 10/02/2003) 
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TRANSCRIPT of Proceedings held on 9/30/03 before JUDGE FAITH S. 
HOCHBERG. Court Reporter: JOHN K. STONE. PLEASE NOTE: The 
complete transcript of these proceedings is maintained in paper format on 
file in the Clerks Office. To request copies of this transcript, contact the 
Official Court Reporter or Transcription Service who prepared the 
transcript. (DD, ) (Entered: 03/14/2006) 
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EXHIBIT G 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporary Restraining Order and/or Preliminaiy Injunction 
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EXHIBIT H 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporaiy Restraining Order and/or Preliminary Injunction 



Case 1 :06-cv-01 890-RMC Document 3-1 1 Filed 11/06/2006 Page 2 of 1 4 
SONY CM/ECF Version 2.5L - Docket Report Page 1 of 13 



CLOSED, ECF 



U.S. District Court 

Southern District of New York (Foley Square) 

CIVIL DOCKET FOR CASE #: l:05-cv-03855-PKC 



Novartis AG et al v. Apotex Inc. et al Date Filed: 04/15/2005 

Assigned to: Judge P. Kevin Castel Jury Demand: None 

Cause: 35:271 Patent Inlringement Nature of Suit: 830 Patent 

Jurisdiction: Federal Question 

Plaintiff 

Novartis AG represented by Diego Scambia 

Fitzpatrick, Celia, Harper & Scinto 
30 Rockefeller Plaza 
New York, NY 10112 
212-218-2202 
Fax: (2 12)-2 18-2200 
Email: dscambia@fchs.com 
LEAD ATTORNEY 
ATTORNEYTO BE NOTICED 

Nicholas Nicholas Kallas 

Fitzpatrick, Ceila, Harper & Scinto 
30 Rockefeller Plaza 
New York, NY 10112 
212-218-2243 
Fax: 212-218-2200 
Email: nkallas@fchs.com 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

Nina . Shrcve 

Fitzpatrick, Cella, Harper & Scinto 

30 Rockefeller Plaza 

New York, NY 10112 

(212)218-2100 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Robert Louis Baechtold 

Fitzpatrick, Cella, Harper & Scinto 

30 Rockefeller Plaza 

New York, NY 10112 

212 218-2213 

Fax:212 218-2200 

Email: rbaechtold@fchsxoni 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 



https;//ecf.nysd.uscourts.gov/cgi-bin/DktRpt.pl?76 1 77922955 1739-L_923_0-1 1 0/22/2006 



Case 1 :06-cv-01 890-RMC Document 3-1 1 Filed 11/06/2006 Page 3 of 1 4 
SONY CM/ECF Version 2.5L - Docket Report Page 2 of 13 



Plaintiff 

Novartis Pharmaceuticals represented by Diego Scambia 

Corporation (See above for address) 

LEAD ATTORNEY 
A TTORNEY TO BE NOTICED 

Nina . Shrcvc 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Nicholas Nicholas Kallas 

(See above for address) 

A TTORNEY TO BE NOTICED 

Robert Louis Baechtold 

(See above for address) 
ATTORNEY TO BE NOTICED 

Plaintiff 

Novartis Ophthalmics Inc. represented by Diego Scambia 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Nina . Shreve 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Nicholas Nicholas Kallas 

(See above for address) 
ATTORNEY TO BE NOTICED 

Robert Louis Baechtold 

(See above for address) 
ATTORNEY TO BE NOTICED 

Plaintiff 

Novartis Pharma AG represented by Diego Scambia 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

Nina . Shreve 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 



https;//ecf.nysd.uscourts.gov/cgi-bin/DlctRpt.pl?76i779229551739-L_923_0-l 10/22/2006 



Case 1 :06-cv-01 890-RMC Document 3-1 1 Filed 11/06/2006 Page 4 of 1 4 
SONY CM/ECF Version 2.5L - Docket Report Page 3 of 1 3 



Nlctkolas Nicholas Kallas 

(See above for address) 

A TTORNEY TO BE NOTICED 

Robert Louis Baechtold 

(See above for address) 

A TTORNEY TO BE NOTICED 

Plaintiff 

Novartis International represented by Diego Scambia 

Pharmaceuticals Ltd. (See above for address) 

LEAD ATTORNEY 
A TTORNEY TO BE NOTICED 

Nina . Shrcve 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Nicholas Nicholas Kallas 

(See above for address) 

A TTORNEY TO BE NOTICED 

Robert Louis Baechtold 

(See above for address) 
ATTORNEY TO BE NOTICED 



V. 
Defendant 

Apotcx Inc. represented by Anthony F Lo Cicero 

Amster, Rothstein & Ebenstein LLC 

90 Park Avenue 

New York, NY 10016 

212-336-8810 

Fax:212-336-8001 

Email: alocicero@arelaw.com 

LEAD ATTORNEY 

ATTORNEY TO BE NOTICED 

Lynn Marie Terrebonne 

Caesar, Rivise, Bernstein, Cohen & 

Pokotilow, Ltd. 

1635 Market Street, 1 1th Floor 

Philadelphia, PA 19103 

(215)-567-2010 

Fax:(215)-751-1142 

Email: lmteaebonne@crbcp.com 

LEAD ATTORNEY 

ATTORNEY TO BE NOTICED 



https://ecf.nysd.uscourts.gov/cgi-bin/DktRpt.pl776l779229551739-L_923__0-l 10/22/2006 



Case 1 :06-cv-01 890-RMC Document 3-1 1 Filed 11/06/2006 Page 5 of 1 4 
SDNY CM/ECF Version 2.5L - Docket Report Page 4 of 13 



Robert S. Silver 

Caesar, Rivise, Bernstein, Cohen & 

Pokotilow, Ltd. 

1635 Market Street 

12tli Floor 

Philadelphia, PA 19103 

LEAD ATTORNEY 

ATTORNEY TO BE NOTICED 

William Joseph Castillo 

Caesar, Rivise, Bernstein, Cohen & 

Pokotilow, Ltd. 

1 635 Market Street, 1 1 th Floor 

Philadelpliia, PA 19103 

(215)-567-2G10 

Fax:(215)-751-n42 

Email: wj castiUo@crbcp.com 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

William C. Youngblood 

Ceasar, Revise, Bernstein, Cohen & 

Pokotilow, Ltd. 

Seven Penn Center 

nth Floor 

1635 Market Street 

Philadelphia, PA 19103 

(215)567-2010 

Fax:(215)751-1142 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Karen Jill Bernstein 

Amster, Rothstein & Ebenstein LLC 

90 Park Avenue 

New York, NY 10016 

212-336-8123 

Fax:212 336-8001 

Email: kjbemstein(§areIaw.com 

ATTORNEY TO BE NOTICED 



De fendant 



Apotex Corporation represented by Anthony F Lo Cicero 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Lynn Marie Terrebonne 

(See above for address) 



https://ecf.nysd.uscourts.gov/cgi-bin/DktRpt.pl7761779229551739-L_923_0-l 10/22/2006 



Case 1 :06-cv-01 890-RMC Document 3-1 1 Filed 11/06/2006 Page 6 of 1 4 
SONY CM/ECF Version 2.5L - Docket Report Page 5 of 13 



Cross Defendant 

Novartis International 
Pharmaceuticals Ltd. 

Cross Defendant 
Novartis AG 

Cross Defendant 

Novartis Pharmaceuticals 
Corporation 

Cross Defendant 
Novartis Ophthalmics Inc. 

Cross Defendant 
Novartis Pharma AG 

Counter Claimant 
Apotex Inc. 



LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Robert S. Silver 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

William Joseph Castillo 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

William C. Youngblood 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Karen Jill Bernstein 

(See above for address) 

A TTORNEY TO BE NOTICED 



represented by Anthony F Lo Cicero 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

Lynn Marie Terrebonne 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 



https://ecf.nysd.uscourts.gov/cgi-bin/DktRpt.pl7761779229551739-L_923_0-l 



10/22/2006 



Case 1 :06-cv-01 890-RMC Document 3-1 1 Filed 11/06/2006 Page 7 of 1 4 
SONY CM/ECF Version 2.5L - Docket Report Page 6 of 13 



Robert S. Silver 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

William Joseph Castillo 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

William C. Voungblood 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

Karen Jill Bernstein 

(See above for address) 
ATTORNEY TO BE NOTICED 

Counter Claimant 

Apotex Corporation represented by Anthony F Lo Cicero 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

Lynn Marie Terrebonne 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

Robert S. Silver 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

William Joseph Castillo 

(See above for address) 

LEAD ATTORNEY 

A TTORNEY TO BE NOTICED 

William C. Youngblootl 

(See above for address) 
LEAD ATTORNEY 
ATTORNEY TO BE NOTICED 

Karen Jill Bernstein 

(See above for address) 

A TTORNEY TO BE NOTICED 
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V. 

Counter Defendant 

Novartis International 
Pharmaceuticals Ltd. 

Counter Defendant 
Novartis AG 

Counter Defendant 

Novartis Pharmaceuticals 
Corporation 

Counter Defendant 
Novartis Ophthalmics Inc. 

Counter Defendant 
Novartis Pharma AG 

Counte r Claimant 
Apotcx Inc. 

Counter Claimant 
Apotex Corporation 

V. 

Counter Defendant 

Novartis International 
Pharmaceuticals Ltd. 

Counter Defenda nt 
Novartis AG 

Counter Defendant 

Novartis Pharmaceuticals 
Corporation 

Counter Defendant 
Novartis Ophthalmics Inc. 

Counter Defendant 
Novartis Pharma AG 



Date Filed 


# 


Docket Text 


04/15/2005 


i 


COMPLAINT against Apotex Inc., Apotex Corporation. (Filing Fee $ 
250.00, Receipt Number 540847)Document filed by Novartis 
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04/15/2005 



04/15/2005 



04/15/2005 



04/15/2005 



04/15/2005 



04/15/2005 



04/15/2005 



04/15/2005 



04/15/2005 



04/26/2005 



International Phantiaceuticals Ltd., Novartis AG, Novartis 
Pharmaceuticals Corporation, Novartis Ophthalmics Inc., Novartis 
Pharma AG.Gog, ) Additional attachment(s) added on 4/22/2005 (tr, ). 
(Entered: 04/19/2005) 



SUMMONS ISSUED as to Apotex Inc., Apotex Corporation. Gog, ) 
(Entered; 04/19/2005) 



Magistrate Judge Gabriel W. Gorenstein is so designated, (jog, ) 
(Entered: 04/19/2005) 



RULE 7.1 DISCLOSURE STATEMENT. Document filed by Novartis 
AG.Qog, ) Additional attacliment(s) added on 4/22/2005 (tr, ). (Entered: 
04/19/2005) 



RULE 7.1 DISCLOSURE STATEMENT. Document filed by Novartis 
Pharmaceuticals Corporation.Gog, ) Additional attachment(s) added on 
4/22/2005 (tr, ). (Entered: 04/19/2005) 



RULE 7.1 DISCLOSURE STATEMENT. Document filed by Novartis 
Ophthalmics Inc..(jog, ) Additional attachment(s) added on 4/22/2005 
(tr,). (Entered: 04/19/2005) 



RULE 7.1 DISCLOSURE STATEMENT. Document filed by Novartis 
Pharma AG.Gog, ) Additional attacliment(s) added on 4/22/2005 (tr, ). 
(Entered: 04/19/2005) 



RULE 7.1 DISCLOSURE STATEMENT. Document filed by Novartis 
International Pharmaceuticals Ltd..Gog, ) Additional attachment(s) added 
on 4/22/2005 (tr, ). (Entered: 04/19/2005) 



Case Designated ECF. Gog, ) (Entered: 04/19/2005) 



Mailed notice to Commissioner of Patents and Trademarks to report the 
filing of this action. Gog, ) (Entered: 04/19/2005) 



ORDER RE SCHEDULING AND INITIAL PRETRIAL 
CONFERENCE: Counsel for all parties are directed to appear before the 
undersigned for an initial pretrial conference, in accordance with Rule 16 
of the Federal Rules of Civil Procedure on June 24, 2005 at 10:45 a.m. in 
Courtroom 12C at the United States Courthouse, 500 Pearl Street, New 
York, New York. COUNSEL FOR PLAINTIFF IS DIRECTED TO 
IMMEDIATELY SEND A COPY OF THIS NOTICE TO ALL 
PARTIES. Principal trial counsel must appear at this and all subsequent 
conferences. This case has been designated an electronic case and has 
been assigned to me for all purposes. By the date of the initial pretrial 
conference counsel for all parties are required to register as filing users in 
accordance with the Procedures for Electronic Case FiUng.The parties are 
directed to submit a joint letter five business days prior to the conference 
addressing the following in separate paragraphs: (1) a brief description of 
the case, including the factual and legal bases for the claim(s) and 
defense(s); (2) any contemplated motions; and (3) the prospect for 
settlement. The parties are directed to consult the undersigned's 
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05/11/2005 



05/26/2005 



06/15/2005 



06/15/2005 



06/15/2005 



06/16/2005 



06/16/2005 



06/16/2005 



06/16/2005 



06/16/2005 



06/16/2005 



Individual Practices and to confer on a Case Management Plan. See tlie 
Court's internet site: vAvw.nysd.uscourts.gov/judges/USDJ/castel.htm. 
The jointly proposed Case Management Plan should be submitted in 
writing to the Court at tlie conference. Requests for adjournment of the 
conference will be considered only if made in writing and otherwise in 
accordance with the undersigned's Individual Practices. Initial 
Conference set for 6/24/2005 10:45 AM before P. Kevin Castel. (Signed 
by Judge P. Kevin Castel on 4/26/2005) (D'Agostino, Andrew) (Entered: 
04/26/2005) 



AFFIDAVIT OF SERVICE of Summons and Complaint,. Apotex Inc. 
served on 4/25/2005, answer due 5/16/2005; Apotex Corporation served 
on 4/25/2005, answer due 5/16/2005. Service was made by mail. 
Document filed by Novartis International Pharmaceuticals Ltd.; Novartis 
AG; Novartis Pharmaceuticals Corporation; Novartis Ophthalmics Inc.; 
Novartis Phamia AG. (Kallas, Nicholas) (Entered: 05/11/2005) 



10 



11 



12 



STIPULATION AND ORDER extending time for the defendants to 
answer, move, or otherwise plead to the complaint, Apotex Inc. answer 
due 6/24/2005; Apotex Corporation answer due 6/24/2005. (Signed by 
Judge P. Kevin Castel on 5/25/2005) (D'Agostino, Andrew) (Entered: 
05/26/2005) 



NOTICE of Pro Hac Vice. Document filed by Apotex Inc., Apotex 
Corporation. (Castillo, William) (Entered: 06/15/2005) 



NOTICE of Pro Hac Vice. Document filed by Apotex Inc., Apotex 
Corporation. (Castillo, William) (Entered: 06/1 5/2005) ^____ 



NOTICE of Pro Hac Vice-SILVER. Document filed by Apotex Inc., 
Apotex Corporation. (Castillo, William) (Entered: 06/15/2005) 



13 



14 



15 



16 



RULE 7.1 DISCLOSURE STATEMENT. Document filed by Apotex 
Inc., Apotex Corporation. (Castillo, William) (Entered: 06/16/2005) 



ANSWER to Complaint., CROSSCLAIM against all plaintiffs., 
COUNTERCLAIM against all plaintiffs. Document filed by Apotex Inc., 
Apotex Corporation.(CastiIlo, William) (Entered: 06/16/2005) 



NOTICE of Appearance by Karen Jill Bernstein on behalf of Apotex Inc., 
Apotex Coiporation, Apotex Inc., Apotex Corporation (Bernstein, Karen) 
(Entered: 06/16/2005) __^^ 



17 



li 



CERTIFICATE OF SERVICE of Notice of Appearance served on 
Plaintiffs on June 16, 2005. Service was made by Mail. Document filed 
by Apotex Inc., Apotex Corporation, Apotex Inc., Apotex Corporation. 
(Bernstein, Karen) (Entered: 06/16/2005) ^^^_^____ 



NOTICE of Appearance by Anthony F Lo Cicero on behalf of Apotex 
Inc., Apotex Corporation, Apotex Inc., Apotex Corporation (Lo Cicero, 
Anthony) (Entered: 06/16/2005) 



CERTIFICATE OF SERVICE of Notice of Appearance served on 
Plaintiffs on June 16, 2005. Service was made by Mail. Document filed 
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by Apotex Inc., Apotex Corporation, Apotex Inc., Apotex Corporation. 
(Lo Cicero, Anthony) (Entered: 06/1 6/2005) 


06/20/2005 


19 


ENDORSED LETTER addressed to Judge Castel from William J. 
Castillo dated 6/16/2005 re: Requesting a premotion conference to 
discuss the filing of a motion to strike portions of plaintiff s complaint 
pursuant to F.R.Civ.P. 12(f).Premotion conference is scheduled for June 
24, 2005 at 10:45 a.m. Plaintiff should respond to Mr. Castillo's letter 
within five days of this order. (Signed by Judge P. Kevin Castel on 
6/20/2005) (D'Agostino, Andrew) (Entered: 06/20/2005) 


06/20/2005 


20 


NOTICE of Appearance by William Joseph Castillo on behalf of Apotex 
Inc., Apotex Corporation, Apotex Inc., Apotex Corporation (Castillo, 
William) (Entered: 06/20/2005) 


06/20/2005 


21 


ORDER ADMITTING ATTORNEY Manny D. Pokotilow PRO HAC 
VICE for deft Apotex. (Signed by Judge P. Kevin Castel on 6/20/05) 
(cd,) (Entered: 06/21/2005) 


06/20/2005 




Transmission to Attorney Admissions Clerk. Transmitted re: 21 Order 
Admitting Attorney Pro Hac Vice, to tiie Attorney Admissions Clerk for 
updating of Attorney Information, (cd, ) (Entered: 06/21/2005) 


06/20/2005 


22 


ORDER ADMITTING ATTORNEY Robert S. Silver PRO HAC VICE 
for deft Apotex. (Signed by Judge P. Kevin Castel on 6/20/05) (cd, ) 
(Entered: 06/21/2005) 


06/20/2005 




Transmission to Attorney Admissions Clerk. Transmitted re: 22 Order 
Admitting Attomey Pro Hac Vice, to the Attorney Admissions Clerk for 
updating of Attomey Infomiation. (cd, ) (Entered: 06/21/2005) 


06/20/2005 


22 


ORDER ADMITTING ATTORNEY William C. Youngblodd PRO HAC 
VICE for defts Apotex. (Signed by Judge P. Kevin Castel on 6/20/05) 
(cd,) (Entered: 06/21/2005) 


06/20/2005 




Transmission to Attomey Admissions Clerk. Transmitted re: 23 Order 
Admitting Attomey Pro Hac Vice, to the Attomey Admissions Clerk for 
updating of Attomey Information, (cd, ) (Entered: 06/21/2005) 


06/20/2005 


24 


MOTION for Mamiy D. Pokotilow to Appear Pro Hac Vicew/ attch. 
declaration in support. Document filed by Apotex Inc., Apotex 
Corporation, (pi, ) (Entered: 06/22/2005) 


06/20/2005 


25 


MOTION for Robert S. Silver to Appear Pro Hac Vice. Document filed 
by Apotex Inc., Apotex Corporation, (kw, ) (Entered: 06/22/2005) 


06/20/2005 


2^ 


MOTION for William C. Youngblood to Appear Pro Hac Vice. 
Document filed by Apotex Inc., Apotex Corporation, (kw, ) (Entered: 
06/22/2005) 


06/23/2005 


22 


NOTICE of Appearance by Nina Shreve on behalf of Novartis AG, 
Novartis Pharmaceuticals Corporation, Novartis Opthalmics, Inc., 
Novartis Pharma AG, arid Novartis International Pharmaceuticals Ltd., 
Document filed by Novartis Intemational Pharmaceuticals Ltd., Novartis 
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06/23/2005 



06/23/2005 



06/24/2005 



28 



29 



30 



AG, Novartis Pharmaceuticals Corporation, Novartis Ophthalmics Inc., 
Novartis Pharma AG. (Kallas, Nicholas) (Entered: 06/23/2005) 



NOTICE of Appearance by Nicholas Nicholas Kallas on behalf of all 
plaintiffs (Kallas. Nicholas) (Entered: 06/23/2005) 



NOTICE of Appearance by Diego Scambia on behalf of all plaintiffs. 
Document filed by Novartis International Pharmaceuticals Ltd., Novartis 
AG, Novartis Pharmaceuticals Corporation, Novartis Ophthalmics Inc., 
Novartis Pharma AG. (Kallas, Nicholas) (Entered: 06/23/2005) 



CASE MANAGEMENT PLAN: All parties do not consent to trial by 
Magistrate Judge.This case is not to be tried to a jury .Amended pleadings 
may not be filed and additional parties may not be joined except with 
leave of tlie Court. Any motion to amend or to join additional parties 
shall be filed witliin 14 days from the date of this Order.Initial 
disclosures will be completed no later than 1 4 days from tlie date of this 
order.All fact discovery is to be completed by March 24, 2005.1nitial 
requests for production of documents to be served by July 25, 
2005.1nterrogatories to be served by July 25, 2005.Depositions to be 
completed by March 24, 2006, depositions to commence after November 
15, 2005. If a party wishes to talce a deposition prior to this date, the 
parties shall confer. If the parties are unable to agree, the matter shall be 
submitted to the Court. Requests to admit to be served no later than 
February 24, 2006.A11 counsel must meet face-to-face for at least one 
hour to discuss settlement within fourteen (14) days following the close 
of fact discovery. All claim construction and expert discovery: a) The 
parties shall exchange a list of those claim terms the menaing of which 
they believe to be in dispute on October 4, 2005. b) The parties shall 
exchange a list of proposed meanings for disputed claim terms on 
October 1 1, 2005. c) The parties shall file and serve opening claim 
construction briefs on November 14, 2005. d) The parties shall file and 
serve responsive claim construction briefs on December 14, 2005...g) The 
opposing partie shall serve their expert reports in response, no later than 
30 days after service of opening expert reports. Any rebuttal or (reply) by 
the party serving the opening report shall be served 20 days after the 
report in response, h) Expert depositions on expert reports shall 
commence not earlier tlien 50 days after service of the opening expert 
report and shall be completed within six weeks. Premotion conference 
requests shall be made witliin 14 days of the close of fact discovery for 
any summary judgment motions. The submission date of the joint pre- 
trial order and trial papers is May 1, 2007 following the close of fact and 
expert discovery .The parties estimate the length of trial is two to tliree 
weeks.The parties to advise on retention of private mediator by July 1 1 at 
5p.m. Trial will commence on July 9, 2007 at 10:00 a.m. Discovery due 
by 3/24/2006. Pretrial Conference set for 10/28/2005 02:15 PM before P. 
Kevin Castel. Bench Trial set for 7/9/2007 10:00 AM before P. Kevin 
Castel. (Signed by Judge P. Kevin Castel on 6/24/2005) (D'Agostino, 
Andrew) (Entered: 06/24/2005) 



06/27/2005 



31 



MOTION for Lynn M. Terrebonne to Appear Pro Hac Vice. Document 
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06/27/2005 



06/28/2005 



06/28/2005 



06/28/2005 



06/28/2005 



06/30/2005 



07/05/2005 



07/06/2005 



51 



filed by Apotex Inc.» Apotex Corporation, (kw, ) (Entered: 06/28/2005) 



MOTION for an Order permitting Lynn M. Terrebonne to Appear Pro 
Hac Vice as co-counsel in the action. Declaration of William J. Castillo 
in support and proposed Order attached. Document filed by Apotex Inc., 
Apotex Corporation, (yv, ) Additional attachment(s) added on 6/30/2005 
(yv, ). (Entered: 06/30/2005) 



ORDER granting 31 Motion for Lynn M. Terrebonne to Appear Pro Hac 
Vice subject to payment of the fee. (Signed by Judge P. Kevin Castel on 
6/27/05) (kw, ) (Entered: 06/28/2005) 



Transmission to Attorney Admissions Clerk. Transmitted re: 32 Order on 
Motion to Appear Pro Hac Vice, to the Attomey Admissions Clerk for 
updating of Attomey Information, (kw, ) (Entered: 06/28/2005) 



34 



AMENDED COMPLAINT amending 1 Complaint, against Apotex Inc., 
Apotex Corporation.Document filed by Novartis International 
Pharmaceuticals Ltd., Novartis AG, Novartis Pharmaceuticals 
Corporation. Novartis Ophthalmics Inc., Novartis Pharma AG. Related 
document: 1 Complaint, filed by Novartis AG„ Novartis Pharmaceuticals 
Corporation, Novartis Pharma AG, Novartis International 
Pharmaceuticals Ltd., Novartis Ophthalmics Inc.,.(yv, ) Additional 
attaclmient(s) added on 7/7/2005 (sac, ). (Entered: 06/30/2005) 



36 



35 



Set Answer Due Date purs, to i Complaint, as to Apotex Inc. answer due 
on 7/13/2005; Apotex Corporation answer due on 7/13/2005. (yv, ) 
(Entered: 06/30/2005) 



CASHIERS OFFICE REMARK on 22 Order Admitting Attomey Pro 
Hac Vice, 21 Order Admitting Attomey Pro Hac Vice, 21 Order 
Admitting Attomey Pro Hac Vice in the amount of $75.00, paid on 
6/24/2005, Receipt Number 547300. (gm, ) (Entered: 06/30/2005) 



MEMO ENDORSEMENT on reigranting (subject to payment of fee) 13 
MOTION for Lynn M. Terrebonne to Appear Pro Hac Vice, filed by 
Apotex Corporation,, Apotex Inc., (Signed by Judge P. Kevin Castel on 
7/5/05) (djc, ) (Entered: 07/11/2005) 



ANSWER to Amended Complaint., COUNTERCLAIM against Novartis 
International Pharmaceuticals Ltd., Novartis AG, Novartis 
Phannaceuticals Corporation, Novartis International Pharmaceuticals 
Ltd., Novartis AG, Novartis Pharmaceuticals Corporation, Novartis 
Ophthalmics Inc., Novartis Phamia AG, Novartis Intemational 
Phamiaceuticals Ltd., Novartis AG, Novartis Phamiaceuticals 
Corporation, Novartis Ophthalmics Inc., Novartis Pharma AG, Novartis 
Ophthalmics Inc., Novartis Pharma AG. Document filed by Apotex Inc., 
Apotex Corporation, Apotex Inc., Apotex Corporation. Related 
document: 34 Amended Complaint, filed by Novartis AG,, Novartis 
Pharmaceuticals Corporation,, Novartis Phamia AG,, Novartis 
Intemational Pharmaceuticals Ltd.,, Novartis Ophthalmics Inc.,. (Castillo, 
William) (Entered: 07/06/2005) 
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07/19/2005 




CASHIERS OFFICE REMARK on 2£ Memo Endorsement in the 
amount of $25.00, paid on 7/11/05, Receipt Number 548614. (mlo, ) 
(Entered: 07/19/2005) 


07/19/2005 




CASHIERS OFFICE REMARK on 12 Order on Motion to Appear Pro 
Hac Vice in the amount of $25.00, paid on 7/12/05, Receipt Number 
548641. (mlo, ) (Entered: 07/19/2005) 


07/29/2005 


37 


ANSWER to Counterclaim. Document filed by Novartis International 
Phamiaceuticals Ltd., Novartis AG, Novartis Pharmaceuticals 
Corporation, Novartis Ophthalmics Inc., Novartis Pharma AG.(Kallas, 
Nicholas) (Entered: 07/29/2005) 


08/08/2005 


as 


NOTICE of Dismissal. Document filed by Novartis International 
Pharmaceuticals Ltd., Apotex Inc., Apotex Corporation, Novartis AG, ' 
Novartis Pharmaceuticals Corporation, Novartis Ophthalmics Inc., 
Novartis Pharma AG. (Kallas, Nicholas) (Entered: 08/08/2005) 


08/18/2005 


19 


NOTICE of Voluntary Dismissal pursuant to Rule 41(a)(1) of the 
F.R.C.P. (Signed by Judge P. Kevin Castel on 8/16/2005) (D'Agostino, 
Andrew) (Entered: 08/18/2005) 



PACER Service Center 



Transaction Receipt 



10/22/2006 17:53:06 



PACER Logi n: nnl794 



Client Code: 
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Description: ||Docket Report||Search Critcria:||I:05-cv-03855-PKC 
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EXHIBIT I 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc, 's Motion For 
Temporary Restraining Order and/or Preliminary Injunction 
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IN THE UNTIED STATES DISTMCT COURT 
FOR THE SOUTHERN DISTMCT OF NEW YORK. 



X 



NOVARTIS AG, NOVARTIS 
PHARlWtACEUnCALS CORPORATION, 
NOVARTIS OPHTHAIMtCS INC., 
NOVARTIS PHAEMA AG and NOVARTIS 
INTERNATIONAL PHARMACEUTICALS 
LTD., 

Plaintifls, 

V. 

APOTEX INC. and APOTEX 
CORPORATION, 

Defendants. 



USDCSDNY 

DOCUMENT 
ELBCTROInICALLY HLED 

DOC #: 

DATE FILED: ^/(i^^S 



CIVIL ACnON NO.: 05-CV-3855 (PKC) 



X 



NOTICE OF DISMISSAL 

Plaintifis Novartis AG, Novartis PhannaceutiCQls Corporation, Novartis 
Ophthalmics Inc., Novartis Phaima AG and Novartis International Phannaceuticals Ltd. 
("Novartis") and defendants Apotex Inc. and Apotex Coiporation C'Apotex"), by and through 
their undcisigncd counsel, respectfully file this notice of dismissal with prejudice of the 
Amended Complaint as against Apotex and of the counterclaims against Novartis pursuant to 
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Federal Rides of Civil Procedure 41(a)(I)(ii) and 41(c). This stipulation is signed by all parties 
who have appeared in this action. Each party shall bear its own casts and attorneys fees. 



Respectfiilly submitted, 



Dated: August ^2005 




By:, 



RoVert L. Baechtold (RB 6866) 
Nicholas N. Kallaa (NK 1 084) 
Nina ShTBve(NS 4731) 
Diego Scambia (DS 0296) 
Frr2PATRICK, CELLA, HARPER 

&SCINTO 
30 Rockefeller Plaza 
New York, NY 101 12-3801 
Phone: (212) 218-2100 
Facsimile: (212)218-2200 

Attorneys forPlaintiffe 

Novartis AG, 

Novartis Pharmaceuticals Corporation, 

Novartis Ophthahnics Inc., 

Novartis Pharma AG and 

Novartis Ihtemational PharmaggufacaJstitdr 




3fifeert-S. Silver 
Alan H. Bernstein 
William J. Casdllo (WC 6786) 
Lynn M Terrebonne (LT 2370) 
William C. Youngblood (WY 2594) 
CAESAR, RIVISE, BERNSTEIN, COHEN 

&POKOTILOW,LTD. 
1 1* Floor. 1635 Market Street 
Philadelphia, Pennsylvania 19103 
Phone:(215)567-2010 
Facsimile: (215) 751-1142 

Attorneys for PlaintiEfe 

Apotcx Inc. and Apotex Corporation 



-2- 
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EXHIBIT J 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporaiy Restraining Order and/or Preliminary Injunction 
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DEPAKTOIENT OP HEALTH & HUMuiW SERVICES PubCc Health Service 



■4. 



-.ff.. ^^ ^cii '^'^ ^^ ^^^ Administration 

ANLJA;/-J5« Rockville mo 20857 



Apotex Inc. ^.y ^^ 

Attention: Tainmy Mclntire '^' ^ ^^"° 

U.S. Agent for Apotex Corporation 
2400 North Commerce Parkway 
Suite 400 
WestOHr FL 33326 



Dear Madam: 

This is in reference to your abbreviated new drug application 
(AITOA.) dated Dececnbex 20;. 2004, submitted pursuant to section 
505(3) of the Federal Food, Drug, and Cosmetic Act (the Act) r 
for Ketotifen Fuinarate Ophthalmia Solution, 0.025%, 

Reference is alao made to your amendments dated August 30, 
September &, and December 9, 2005; February 13 and 20, and April 
11, 2006. 

We have completed the review of this AKDA and have concluded 
that the drug is safe and effective for use as reconanended in 
the submitted labeling. Accordingly the HNDA Is approved. The 
Division of Bioequi valence has determined your Ketotifen 
Fumarate Ophthalmic Solution, 0.025% to be bioeguivalent and, 
therefore, therapeutically equivalent to the referenced listed 
drug, Zaditor ophthalmic Solution, 0,025% of Kovartis 
Ophthalmics inc . 

The referenced listed drug (RLD) upon which you have based your 
ANDA, Zaditor Ophthalmic Solution, 0,025% of Novartis 
Ophthalmics Inc. (Wovartis) , is subject to periods of patent 
protection. The following patents and expiration dates are 
currently listed in the agency's p-ublication titled Approved 
Drug Products with Therapeutic Ecmlvalence Evaluations (the 
^''Orange Book") : 

U.S. Patent Mumber Expiration Date 

6,774,137 (the ^137 patent) January 13, 201$ 
6,776r982 {the ^982 patent) January 13, 2019 
5,777,429 (the »429 patent) January 13, 2019 
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Your &NDA contains paragraph IV certifications to each of the 
patents under section 505(j} (2) (A) (vii) (IV) of the Act stating 
that the patents are invalid, -unenforceable, or will not be ■ 
infringed by your manufacture, use, or sale of Ketotifen 
Fumarate Ophthalmic Solution, 0.025%, under this ANDA. Section 
505CJ) (5) (B) (iii) of the Act provides that approval of an ANDA 
shall he made effective imraediately, unless an action is brought 
against Apotex Inc. (Apotex) for infringement of one or more of 
the patents that were the subjects of the paragraph IV 
certifications. This action must have been brought against 
Apotex prior to the expiration of 45 days from the date the 
notice you provided under paragraph (2) (B) (i) was received by 
the NDA/patent holder (s) . You have notified the agency that 
Apotex complied with the requirements of section 505 (j) (2) (B) of 
the Act, and that litigation for infringement of the ''982 patent 
was initiated against Apotex within the statutory 45-day period 
in the United States District Court for the Southern District, of 
New York [Novartis AG, Novartis Pharmaceuticals Corporation, 
Novaiitis Ophthallaics Inc., Novartis Pharma AG and Novartis 
International Pharmaceuticals LTD v, Apotex Inc. and Apotex 
Corporation, Civil Action No. 05-CV-38SS] . You have also 
notified us that, by agreement of the parties, this case was 
dismissed with prejudice on Augiist 18, 2005. As a result of 
this dismissal, your ANDA is eligible for full approval . 

Apotex is eligible for ISO days of generic drug exclusivity for 
Ketotifen Fumarate Ophthalmic Solution, 0.025%, This 
exclusivity is provided for in section 505<j) (5) (B) (iv) of the 
Act, as amended on December 8, 2003, by the Medicare 
Prescription Drug, Improvement and Modernization Act. Apotex 
was the first applicant to submit a substantially complete ANDA 
with a paragraph IV certification for Ketotifen Fumarate 
Ophthalmic Solution, 0.025%, and Apotex has lawfully maintained 
this certification. As provided in section 505 Cj) (5) (B) (iv) (I) , 
the exclusivity will begin to run from the date of the first 
commercial marketing of Ketotifen Pumarate Ophthalmic Solution, ■ 
0.02S% (including the first commercial marketing of the listed 
drug) by any first applicant. Within 10 days of first 
commercial iciarketing, please submit correspondence to this ANDA 
informing the agency of the date you begin conmiercial marketing 
of Ketotifen Fumarate Ophthalmic Solution, 0.025%. Please also 
be aware that, under section 505 (j) (5) (D) , the 180-day 
exclusivity shall be forfeited by Apotex if a forfeiture event, 
as described in section 505(j) (5)(D), occurs with respect to 
Apotex. 
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Under section 506fi. of the Act/ certain changes in the conditions 
described in this ANDA require an approved suppXeiaental 
application before the change may be made. 

Postmarketing reporting requirements for this ANDA are set forth 
in 21 CFR 314.60-81 and 314,98- The Office of Generic Drugs 
should be advised of any change in the marketing status of this 
drag . 

Promotional materials may be submitted to FDA for comment prior 
to publication or dissemination. Please note that these 
submissions are voluntary. If you desire comments on proposed 
launch promotional materials with respect to compliance with 
applicable regulatory requirements, we recomniend you submit, in 
draft or mock-up form, two copies of both the promotional 
materials and package insert (s) directly to: 

Food -and Drug Administration 

Center for Drug Evaluation and Research 

Division of Drug Marketing, Advertising, and Communications 

5901-B flttmendale Road 

Bsltsville, MD 20705 

We call your attention to 21 CFR 314.81(b) (3) which requires 
that all promotional materials be submitted to the Division of 
Drug Marketing^ Advertising, and Communications with a completed 
Form FDA 2253 at the time of their initial use. 



Sincerely yours ,, 



(09^ jk^^-UdL — 



Gary Buehler 

Director 

Office of Generic Drugs 

Center for Drug Evaluation and Research 
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EXHIBIT K 
Declaration of Arthur Y. Tsien 

In support ofApotex Inc. 's Motion For 
Temporaiy Resti'aining Order and/or Preliminmy Injunction 
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DRAFT GUIDANCE 

This guidance document is being distributed for comment purposes only. 

Comments and suggestions regarding tliis draft document should be submitted witliin 90 days of publication In the 
Federal Register of tlie notice announcing the availability of the draftguidance. Submit comments to the Division 
of Dockets Management (HFA-305), Food and Drug Administration, 5630 Fisliers Lane, rni. 1061, Rockville, MD 
20852. All comments should be identified with the docket number listed in the notice of availability that publishes 
in the Federal Register. 

For questions regarding this draft document, contact Martin Shimer, 30 1-827-57 1 0. 
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This draft guidance, when finalized, will represent the Food and Drug Administration's (FDA's) 
current thinking on this topic. It does not create or confer any rights for or on any person and 
does not operate to bind FDA or the public. You can use an alternative approach if the approach 
satisfies the requirements of the applicable statutes and regulations. If you want to discuss an 
alternative approach, contact the FDA staff responsible for implementing this guidance. If you 
cannot identify the appropriate FDA staff, call the appropriate number listed on the title page of 
this guidance. 



18 I. INTRODUCTION 

19 

20 On December 8, 2003, President Bush signed into law the Medicare Prescription Drug, 

21 Improvement, and Modernization Act of 2003 (Public Law 108-173) (MMA). Title XI 

22 of the MMA amends sections 505(b), (c), and 0) of the Federal Food, Drug, and 

23 Cosmetic Act (the Act) (21 U.S.C. 355(b), (c), and Q)). Among other things, the MMA 

24 directs FDA to issue guidance defining the term listed drug witli respect to amendments 

25 and supplements to abbreviated new drug applications (ANDAs). This guidance is 

26 intended to clarify when a change to an ANDA should reference a listed drug different 

27 from the drug referenced in the original ANDA, thus requiring the change to be made 

28 through an entirely new application. As directed by the MMA, this document (in tlie 

29 form of questions and answers) provides guidance on the definition of listed drug. 
30 

3 1 Further, as indicated in our March 3, 2004, Federal Register notice," we have been 

32 considering what other steps we should take in light of the MMA. As one such step, this 

33 document provides guidance to industry on certain sections of the MMA that 

34 significantly change provisions of the Act that were originally added by the Drug Price 

35 Competition and Patent Term Restoration Act of 1984 (Public Law 98-417) (Hatch- 

36 Waxman). These changes relate, in substantial part, to 30-month stays and to the timing 

37 of approval of ANDAs and new drug applications (NDAs) described in section 505(b)(2) 

38 of the Act (505(b)(2) applications). Specifically, this guidance clarifies changes made by 

39 the MMA with respect to (1) the availability and tennination of 30-month stays of 



' This guidance has been prepared by die Office of Generic Drugs (OGD) in the Center for Drug 
Evaluation and Research (CDER) In cooperation witli the Office of Regulatory Policy (ORP) and tlie 
Office of the Chief Counsel (OCC) at tlie Food and Drug Administration. 
" See Generic Drug issues; Request for Comments (69 FR 9982). 
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40 approval on ANDAs and 505(b)(2) applications under section 505(j)(5)(B)(iii) and 

41 505(c)(3)(C) of the Act, respectively, and (2) requirements for notice of patent 

42 certifications described in sections 565(b)(2)(A)(iv) and 505(j)(2)(A)(vii)(IV) of the Act 

43 (paragraph IV certifications). It also clarifies the applicability of certain changes made 

44 by the MMA regarding the period during which ANDAs that were not the first to 

45 challenge a patent on the listed drug cannot be approved (1 80-day exclusivity), as 

46 described in section 5O50)(5)(B)(iv) of the Act. Finally, this guidance explains the 

47 various effective dates that apply to the MMA's provisions. 

48 

49 FDA's guidance documents, including this guidance, do not establish legally enforceable 

50, responsibilities. Instead, guidances describe the Agency's current thinking on a topic and 

5 1 should be viewed only as recommendations, unless specific regulatory or statutory 

52 requirements are cited. The use of tlie word should in Agency guidances means that 

53 something is suggested or recommended, but not required. 
54 

55 U. QUESTIONS AND ANSWERS 

56 

57 A. Listed Drug 

58 

59 1. Why is a guidance needed on the definition of listed drug? 

60 

6 1 The MMA, among other things, generally prohibits an ANDA applicant from amending 

62 or supplementing its application to refer to a listed drug which is different from that 

63 referred to in the application when originally submitted. Such a change can be made only 

64 by the submission of an entirely new application. 
65 

66 Title XI of the MMA states in part that the Secretary will issue guidance defining the 

67 term listed drug for purposes of section 1 101(a)(1)(B) of the MMA. That section, which 

68 is now section 505(j)(2)(D)(i) of the Act, provides that "[a]n applicant may not amend or 

69 supplement an [ANDA] to seek approval of a drug referring to a different listed drug 

70 from the listed drug identified in the application as submitted to the Secretary." FDA's 

71 definition of listed drug is contained in § 3 14.3 (21 CFR 3 14.3).'' The Agency does not 

72 intend to amend that definition. 



' The MMA added a related provision to the Act witli respect to 505(b)(2) applications: "An applicant may 
not amend or supplement [a 505(b)(2) application] to seek approval of a drug that is a different drug than 
the drug identified in the application as submitted to the Secretary" (section 505(b)(4)(A) of tlie Act). Tliis 
guidance does not pertain to the foregoing provision on 505(b)(2) applications because that provision does 
not use die tenm listed drug, and the MMA only directs FDA to issue guidance with respect to the provision 
applicable to 505G) applications. 
"* This definition reads: 

Lined dnig means n new (Irug product Ihnl has un cH'cciive approval under seclion 505(c) ofllic [A]cl for 
safely and effectiveness or under scciion 505U) of the [A]ct. which lias not been withdrawn or suspended under 
seciion 505(cl(l> through tc)[5) or CK5) ofthe [Alet. and which lias not been withdrawn fromsalc for what 
FDA hos determined are reosons orsafcty or cfTcciivcness. Listed drug status is evidenced by the drug 
product's idemificalion as o drug with an effective approval in the eurcnt edition of FDA's "Approved Drug 
Products with Therapeutic Equivalence Evaluations" [commonly referred to as the Orange Book] or any current 
supplcmcni ihcreio..,. A drug product is deemed to be a listed drug on the date orcfrcctivc approval oTthe 
application or abbreviated application for that drug product,(21 CFR 3 14.3(b)). 

J:\!GUIDANC\6l7-ld/i.tloc 5 
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73 

74 2. Generally, when should a separate ANDA be submitted for a different listed 

75 drug? 

76 

77 The appropriate choice of whether to submit a new ANDA for a proposed product — as 

78 opposed to submitting an amendment or supplement to a previously submitted or already 

79 approved ANDA — is governed by a number of considerations. All changes that would 

80 have tiie efTect of seeking approval for a drug product different from the listed drug cited 

81 in the initial submission (e.g., different active ingredient, dosage form, route of 

82 administration) should be made in a new application. When the Orange Book identifies 

83 as a separate listed drug a product with the characteristics (e.g., active ingredient, dosage 

84 form, route of administration) for which the applicant is seeking approval, the applicant 

85 should submit a separate ANDA referencing the corresponding listed drug.^ The 

86 applicant should not submit a supplement or amendment to its pending or approved 

87 application to seek approval for such a change. 
88 

89 3. Can an amendment or supplement be submitted for different strengths? 
90 

91 Each strength of an approved drug is a separate listed drug. Each strengtli proposed in an 

92 ANDA should reference the corresponding listed drug (although the reference standard 

93 for purposes of bioequivalence may be only one strength). Generally, a single 

94 application can be used to seek approval for different strengths of the same listed drug. 

95 Also, an applicant may submit an amendment or supplement to seek approval of a 

96 different strength from that for which the application was initially submitted and is not 

97 required to file a separate application for such a cliange. This is expressly permitted 

98 under the Act, as amended by the MMA (see section 505G)(2)(D)(ii) of the Act, as 

99 amended). 
100 

101 B. Role of Court Decisions and Other Judicial Action 

102 

103 1. What court decisions and other judicial actions are relevant for lifting 30- 

104 month stays of approval on ANDAs and 505(b)(2) applications? 
105 

106 Hatch- Waxman amended the Act to establish up to a 30-month stay of approval on an 

107 ANDA or 505(b)(2) application if: 
108 

109 • The application includes a paragraph IV certification challenging a patent 

1 10 listed in the Orange Book (a listed patent) that claims the approved drug 

1 1 1 (listed drug) on which the ANDA or 505(b)(2) application relies or claims 

1 12 the use of the listed drug, and 
113 



Separate approved dnig producls^ oilier than products with different strengths, will ordinarily have 
different NDA numbers. 

JMGUIDANC\6 1 7-fil/i.doc - 

JO/ 1 3/0-1 -^ 



Case 1 :06-cv-01 890-RMC Document 3-1 4 Filed 11/06/2006 Page 8 of 1 6 



Coittaiiis Nonbiiiding Recommeiidaiions 

Draft — Not for Impleimntafion 

1.14 • The patent owner or NDA holder for the listed drug sues the ANDA or 

115 505(b)(2) applicant for patent infringement within 45 days of receiving 

116 notice of the paragraph IV certification. 
117 

1 18 The 30-month stay may be shortened or lengthened by the court if "either party to the 

1 19 action fail[s] to reasonably cooperate in expediting the action."'' 
120 

121 The MMA further amends the Act to specify what actions by what courts will terminate a 

122 30-month stay of approval. (The MMA also amends the Act to alter tlie circumstances 

123 under which a 30-montli stay can arise» as discussed below in questions I and 2 in 

124 subsection II. D of this document.) The provisions of the MMA that identify the relevant 

125 court actions apply to any proceeding under section 505 of the Act that is pending on or 

126 after December 8, 2003.' Under the MMA, a 30-month stay will be terminated and 

127 approval of an ANDA or 505(b)(2) application may be made effective, as of any of the 

128 following: 
129 

130 • The date that the district court enters judgment reflecting its decision 

13 1 that the patent at issue is invalid or not infringed (including any 

132 substantive determination that there is no cause of action for patent 

133 infringement or invalidity), ^ or 
134 

135 • The date of a settlement order or consent decree signed and entered 

136 by the district court stating that the patent that is the subject of the 

137 certification is invalid or not infringed,^ or 
138 

1 39 • If the district court decides that the patent has been infringed, and this 

1 40 decision is reversed on appeal, the date on which the court of appeals 

141 decides that the patent is invalid or not infringed (including any 

142 substantive determination that there is no cause of action for patent 

143 infringement or invalidity),"* or the date of a settlement order or 

144 consent decree signed and entered by the court of appeals stating that 



" Section 505(c)(3)(C) and 5O50)(5)(B)(iii) of the Act. 

^ See MMA Title XI section 1101(c)(1). 

^ See MMA Title XI section 1 101(a)(2)(A)(ii)(Il)(aa) and 1 l01(b)(2)(B)(iJ)(It) (creating new section 

5050)C5)(B)(iii)(l)(aa) and 505(c)(3)(C)(i)(l) of tlie Act, respectively); see also MMA Title XI section 

n01(a)(2)(A)(ii)(I[)(cc) and 1 101(b)(2)(B)(ii)(IV) (amending section 5050)(5)(B)(iii)(I[l) and 

505(c)(3)(C)(iii) of the Act, respectively). 

' See MMA Title XI section I101(a)(2)(A)(iiX10(aa)and 110l(b)(2)(B)(ii)(ll) (creating new section 

505G)(5)(B)(iii)(l)(bb) and 505(c)(3)(C)(i)(n) of the Act, respectively); see also MMA Title XI section 

1 i01(a)(2)(A)(ii)(n)(cc) and 1 101(b)(2)(B)(ii)(IV) (amending section 505a)(5)(B)(iil)(III) and 

505(c) (3)(C)(iii) of the Act, respectively). 

'^ See MMA Title XI section 1 10I(a)(2)(A)(ii)(II)(bb) and 1 101(b)(2)(B)(ii)(III) (creating new section 

505(i)(5)(B)(iii)(II)(aa)(AA) and 505(c)(3)(C)(ii)(I)Caa) of the Act, respectively); see also MMA Title XI 

section 1101 (a)(2)(A)(ii)(I l)(dd) and 1 1 1 (b)(2)(B)(i i)(V) (creating new section 505(j)(5)(B)(iii)(I V) and 

505(c)(3)(C)(iv) of the Act, respectively). 

J:\iCUtDAN06n4dft.doc . 
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145 the patent tliat is tiie subject of the certification is invalid or not 

146 infringed." 
147 

148 If the district court hearing a patent infringement suit resulting from a paragraph IV 

149 certification decides that the patent at issue is infringed, and this decision is not appealed 

150 or is affirmed on appeal, the AMDA or 505(b)(2) application may be approved based on 

151 the district court's ruling in accordance with the patent's expiration and any extension or 

1 52 exclusivity that remains, '~ 
153 

1 54 2. What court decisions are relevant for triggering 180-day exclusivity for 

155 ANDAs? 
156 

157 As established by Hatch- Waxman, if an applicant (or applicants) is the first to submit a 

158 substantially complete ANDA containing a paragraph IV certification to a listed patent 

159 that claims the listed drug on which the application relies or claims a use of the listed 

160 drug (a paragraph IV ANDA), the applicant (or applicants) can be eligible for a 1 80-day 

161 period during which no other ANDA with a paragraph IV certification for the same drug 

162 may be approved." This period is commonly referred to as ISO-day exclusivity,^^ Under 

163 Hatcli- Waxman before the MMA, the 180-day exclusivity period was triggered by the 

164 earlier of tlie first commercial marketing of the drug described in the first applicant's 

165 ANDA, or the first court decision holding invalid or not infringed the patent that was the 

166 subject of the first applicant's paragraph iV certification.'^ 
167 

1 68 The MMA changes the relevance of court decisions for 1 80-day exclusivity in the 

169 following ways: 
170 

171 • For paragraph IV ANDAs filed after December 8, 2003. for a listed drug 

172 for which no paragraph IV certification was made in any ANDA before 

1 73 that date, court decisions will no longer trigger the period of 180-day 

174 exclusivity; and 
175 

176 • For all otiier ANDAs, a court decision can still trigger the period of 

177 180-day exclusivity. However, if the exclusivity was not already 

175 triggered before December 8, 2003, the triggering court decision must 
179 be one from which no appeal iias been or can be taken, other than a 



" See MMA TitleXlsection 1101(a)(2)(A)(il)(lI)(bb)and 1101(b)(2)(B)Cii)Cin)(creatingnew section 

5050)C5)(B)(iii)(n)(aa)(BB) and 505(c)(3)(C)(ii)(I)(bb) of the Act, respectively); see also MMA Title XI 

seclioni 101(a)(2)(A)(ii)(IIXdd) and 1 i01(b)(2)(BXII)(V) (creating new section 505(j)(5)CB)(ui}(IV) and 

505(c)(3)(C)(iv) of the Act, respectively). 

'- See MMA Title XI section 1 i01(a)(2XA)Cii)(II)(bb) and 1 102(b)(2)(B)(ii)(lIl) (creating new section 

505(j)(5)(B)(iii)(II)(bb) and 5D5(c)(3)(C)(ii)(U) of the Act, respectively); see also MMA Title XI section 

1 101(a)(2)(A)Cii)(n)(dd) and 1 101(b)(2)(BXii)(V) (creating new section 505a)(5)(B)(iii)(IV) and 

505(c)(3)(C)(iv) of the Act, respectively). 

" See section 5050X5)CB)(iv) of the Act. 

'*■ 505(b)(2) applications do not qualify for 180-day exclusivity. 

'^ See section 505(j)(5)(B)(iv) of the Act; Mylan Pharmaceuticals, Inc. v. Shalala, 81 F. Supp. 2d 30 

(D.D.C. 2000). 
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IgO petition to the Supreme Court for a writ of certiorari (generally a decision 

181 of an appellate court).'^ (This is a transitional provision that redefines the 

1 82 court decision that can begin the 1 80-day period of exclusivity for any 

183 product for which there was a paragraph IV ANDA before enactment of 
1S4 the MMA.) 

185 

1 86 3. An ANDA was submitted on September 6, 2003, and was the first 

187 substantially complete ANDA to be submitted with a paragraph IV 
US certification to the only listed patent for the listed drug. The ANDA 

1 89 applicant is sued for patent infringement. After December 8, 2003, the 

190 district court issues a decision finding the patent at issue invalid. This 

191 decision is appealed. Can the ANDA be approved? Does the applicant's 180- 

192 day exclusivity start to run on the date of the district court's decision? 

193 

194 As explained in the response to question 1 in subsection II.B of this document, for any 

195 proceeding under section 505 of the Act pending on or after Decenter 8, 2003, the 

1 96 district court's decision that the patent at issue is invalid or not infringed terminates the 

197 30-month stay of approval. Thus, if it is otherwise ready for approval, the ANDA in this 

198 question can be approved at the time of the district court's decision. However, as 

199 explained in response to question 2 in subsection [I.B, as a result of the MMA, 1 80-day 

200 exclusivity for ANDAs filed before December 8, 2003, can now be triggered by a court 

20 1 decision only if it is a decision that has not been, or cannot be, appealed. Therefore, tlie 

202 district court's decision does not trigger 180-day exclusivity in the scenario described in 

203 this question because that decision has been appealed. Note that this result is a departure 

204 from prior law. Before enactment of the MMA. a district court decision finding a listed 

205 patent invalid or not infringed would have both terminated a 30-month stay and, in the 

206 case of an ANDA that qualified for 180-day exclusivity, triggered the start of such 

207 exclusivity as to that patent (if the exclusivity was not already triggered by commercial 

208 marketing). 

209 

210 4. What is the status of FDA's guidance for industry entitled Cotui Decisions, 

21 1 ANDA Approvals, and 180-Day Exclusivity Under the Hatch-Waxman 

212 Amendments to tlie Federal Food, Drug, and Cosmetic Act*} 

213 

214 That guidance addresses the types of court decisions relevant for ANDA approvals and 

215 180-day exclusivity under Hatch-Waxman before enactment of the MMA. The MMA 

2 1 6 supersedes relevant provisions of Hatch-Waxman in effect at the time that guidance was 

2 1 7 published and thus supersedes the guidance. 
218 

219 C. Notice of Paragraph IV Certifications 
220 

221 1. Are ANDA and 505(b)(2) applicants required to give notice for paragraph IV 

222 certifications made between August 18, 2003, and December 8, 2003? 



"* See MMA Title XI section 1 102(b)(3) (defining, for this purpose, decision of a court as used in section 
5050)(5)CB)(iv)oftheAct). 
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223 

224 Yes. The MMA requires ANDA and 505(b)(2) applicants to provide notice for all 

225 paragrapli IV certifications submitted to FDA on or after August 18.2003." Notice is to 

226 be provided: 
237 

228 • If die certification is included in the original application, not later than 20 

229 days after the date of the postmark on the notice from FDA informing the 

230 applicant that the application has been filed, or 

231 

232 • If the certification is in an amendment or supplement, at the time the 

233 applicant submits tlie amendment or supplement, regardless of whether the 

234 applicant has already given notice of a prior paragraph IV certification 

235 contained in the application or an amendment or supplement to the 

236 application.'^ 
237 

238 We recognize that our final rule which became effective on August 1 8, 2003 (Final 

239 Rule),'^ stated that notice was not required for a paragraph IV certification made by an 

240 ANDA or 505(b)(2) applicant if the applicant had already provided notice of another 

241 paragraph IV certification in its application or an amendment or supplement to the 

242 application. However, as discussed above, the MMA's provisions regarding notice are 

243 retroactive to August 1 8, 2003, and supersede the Final Rule's provisions conceming this 

244 subject. On March 10, 2004, FDA revolted the Final Rule's notice-related provisions."" 

245 

246 We are also aware that compliance with the MMA's time frame for providing notice of a 

247 paragraph IV certification made in an amendment to an ANDA or 505(b)(2) application 

248 is not possible for ANDA and 505(b)(2) applicants who submitted paragraph IV 

249 certifications in amendments between August 18, 2003, and December 8, 2003, for which 

250 no notice was required under the Final Rule, and who have not yet provided notice of 

251 these certifications. We emphasize, liowever, that the MMA's requirement for notice is 

252 now in effect for all paragraph IV certifications made on or after August 1 8, 2003, ~ 

253 including those paragraph IV certifications previously excluded from notice requirements 

254 by the recently revoked provisions of tlie Final Rule. Accordingly, all applicants with 

255 pending ANDAs or 505(b)(2) applications that include paragraph IV certifications made 

256 on or after August 1 8, 2003, but before December 8, 2003, should have provided notice 

257 to NDA holders and patent owners in a timely manner. 



" See MMA Title XI section 1 101(a)(1)(A) and 1 101(b)(1)(A) (amending section 505CJ)(2)(B)(i) and 

505(b)(3)(A) of the Act, respectively); see also MMA Title XI section 1 101(c)(2). 

'" See MMA Title XI section 1 101(a)(1)(A) and 1 101(b)(1)(A) (amending section 5050)(2)(B)(li) and 

505(b)(3)(B) of the Act, respectively). 

" See Applicalioiisfor FDA Approval to Market a New Drug: Patent Submission and Listing 

Requirements and Application of 30-Month Stays on Approval of Abbreviated New Drug Applications 

Certifying That a Patent Claiming a Drug Is Invalid or Will Not Be Infringed; Final Rule (68 PR 36676; 

June 18,2003). 

■° See Application of30-Montli Stag's on Approval of Abbreviated New Drug Applications and Certain 

New Drug Applications Containing a Certification That a Patent Claiming the Drug Is Im'alid or Will Not 

i?e ^J/J-mget/; Technical Amendment (69 FR 11 309; March 10.2004). 

-' See MMA Title XI section 1 101(c)(2). 
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258 

259 2. If, between August 18, 2003, and December 8, 2003, an ANDA or 505(b)(2) 

260 applicant provided voluntary notice with respect to a paragraph IV 

261 certification for which notice was not required under the Final Rule, is the 
im. applicant considered to have satisfied the MMA's notice requirement? 

263 

264 The applicant wili have satisfied the MMA's notice requirement if the notice it gave 

265 complies with all applicable provisions of the MMA (e.g.^.^provisions specifying to whom 

266 notice must be given and the notice's required contents). ~ 
267 

268 D. Multiple 30-Month Stays 

269 

270 1. Does the MMA preclude ANDAs and 505(b)(2) applications from being 

271 subject to more than one 30-month stay of approval? 

272 

273 The MMA generally precludes multiple 30-month stays for those applications to which it 

274 applies. The relevant provisions of tlie MMA apply to patents submitted to FDA on or 

275 after August 1 8, 2003.^ For ANDAs and 505(b)(2) applications with paragraph IV 

276 certifications to a patent submitted to FDA on or after August 1 8, 2003, the MMA 

277 provides that a 30-month stay may be available for litigation related to that patent only if 

278 the patent was submitted to FDA before the date that the ANDA or 505(b)(2) application 

279 (excluding an amendment or supplement) was submitted.""* In other words, die MMA 

280 precludes 30-month stays for later /w/erf patents, that is, those patents submitted to FDA 

281 on or after the date the ANDA or 505(b)(2) application was submitted. Because of this 

282 limitation, in most cases, ANDAs and 505(b)(2) applications will be subject to no more 

283 than one 30-month stay. ^ 
284 

285 Multiple 30-month stays, however, still may be possible in certain cases, For instance, an 

286 ANDA or 505(b)(2) application may contain a paragraph IV certification to a patent at 

287 the time offirst submission that gives rise to one 30-month stay. If the same application 

288 also contains a paragraph III certification to a different patent that was submitted to FDA 

289 (1) on or after August 18, 2003, and (2) before the ANDA or 505(b)(2) application was 

290 submitted, and the applicant subsequently converts this certification to a paragraph IV 



" See MMA Title XI section [10Ua)(l)(A)and 1101(b)Cl)(A)(amendingsection505(j)(2)(B)and 

505(b)(3) of the Act, respectively). 

^ See MMA Title XI section 1101 (c)(3). The effective date for tliis provision means that the MMA 

supersedes FDA's Final Rule with respect to the availability of 30-month stays. As noted earlier in 

response to question 1 in subsection II.C of this document, on March 10, 2004, FDA revoked provisions of 

the Final Rule superseded by the MMA (see footnote 20, supra). 

-•' See MMA Title XI section 1 101(a)C2)(A)(ii)(l) and 1 10!(b)(2)(B)(i) (amending section 5D5a)(5)(B)(ili) 

and 505(c)(3)(C) of the Act, respectively). 

■^ Under the regulations in efTect before FDA adopted its August 1 8, 2003, Final Rule, multiple 30-month 

stays could arise in tlie case of later-listed patents if (1) an ANDA or 505(b)(2) application had already 

been subject to one such stay based on a paragraph IV certification to a patent listed before the 

application's submission, and (2) the ANDA or 505(b)(2) applicant made a subsequent paragraph IV 

certification to a patent listed after the application's submission that triggered another timely patent 

infringement lawsuit. 
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291 certification, a second 30-month stay could be possible. This is because the new 

292 paragraph IV certification is subject to the MMA and references a patent submitted to 

293 FDA before the applicant's ANDA was submitted. 
294 

295 2. Does the MMA ensure that a patent owner or NDA holder can obtain one 30- 

296 month stay of approval on an ANDA or S05(b)(2) application containing a 

297 paragraph IV certification to a listed patent when the patent owner or NDA 

298 holder sues the ANDA or 505(b)(2) applicant for patent infringement? 

299 

300 No. The MMA does not guarantee that any patent owner or NDA holder will receive a 

301 30-month stay, even if it sues for patent infringement. Rather, die MMA provides the 

302 opportunity to obtain a stay only in certain situations. As noted in response to question 1 

303 in subsection II.D of this document, the amendments made by the MMA wiUi respect to 

304 the availability of 30-month stays apply to patents submitted to FDA on or after August 

305 1 8, 2003. With respect to such patents, a 30-month stay of approval on an ANDA or 

306 505(b)(2) application containing a paragraph IV certification to the patent will ensue if: 

307 ' 

308 • The patent was submitted before the date that the ANDA or 505(b)(2) 

309 application (excluding an amendment or supplement) was submitted to 

310 FDA, and 
311 

312 e The patent owner or NDA holder initiates a patent infringement action on 

313 the patent within 45 days of the date that it receives notice of tlie 

314 certification."^ 
315 

316 No 30-month stay of approval will result from a patent subject to the MMA, even if 

317 litigation is initiated based on a paragraph IV certification to the patent, if either of the 

3 1 8 conditions described above is not satisfied. That is, no 30-month stay of approval will 

3 1 9 apply if the patent was submitted to FDA on or after the date the ANDA or 505(b)(2) 

320 application with a paragraph IV certification to the patent was submitted. (Note that this 

321 is the case even if the later- submitted patent is the first listed patent to claim the drug 

322 described in tiie ANDA or 505(b)(2) application.) In addition, a 30-month stay will not 

323 ensue if litigation is initiated more than 45 days after the date that the patent owner or 

324 NDA holder receives notice of the certification. 

325 

326 3. An ANDA was submitted to FDA in November 2003 with multiple patent 

327 certifications, including a paragraph IV certification to at least one patent 

328 No patent infringement lawsuit was initiated, but a new patent was 

329 submitted to FDA on December 27, 2003. What are the ANDA applicant's 

330 certification and notification obligations? Is a SO-month stay of approval 

33 1 possible based on the December 27 patent? 
332 



-'^ See MMA Title XI section 1101(a)(2)(A)and 1101(b)(2)(B)(amendinB section 5050)C5)(B)(iii) and 
505(c)(3)CC) of Uie Act, respectively); see also MMA Title XI section 1 101(c)(3). 
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333 Under section 505G)(2)(A)(vii) of the Act (which was not amended by the MMA), the 

334 ANDA applicant would be required to provide a certification with respect to the 

335 December 27, 2003, patent. With regard to notice, as discussed in response to question 1 

336 in subsection U.C of this document, the MMA amends section 505 of the Act to malce 

337 clear that ANDA and 505(b)(2) applicants must provide notice of all paragraph IV 

338 certifications."' Accordingly, if the applicant amends its ANDA to include a paragraph 

339 IV certification to the December 27, 2003, patent, it would be required by the MMA to 

340 notify the patent owner and NDA holder of its certification at the time its amendment is 

341 submitted.-^ 
342 

343 As previously discussed, the MMA provides that a 30-month stay cannot arise from a 

344 patent submitted on or after August 1 8, 2003, unless the patent was also submitted to 

345 FDA before the ANDA or 505(b)(2) application was submitted."' Accordingly, no 30- 

346 month stay of approval would be possible based on the December 27, 2003, patent in this 

347 question. 
348 

349 4. Is a 30-month stay based on a patent possible if the patent (1) is submitted to 

350 FDA on or after August 18, 2003, and before an ANDA or 505(b)(2) 

351 application with a paragraph IV certification to the patent is submitted, and 

352 (2) is not published in the Orange Book before the application's submission? 

353 

354 The patent described in this question could provide the basis for a 30-month stay if the 

355 other conditions for a stay, as discussed above, are satisfied. As previously noted, under 

356 the MMA, a patent that is submitted to FDA on or after August 1 8, 2003, could 

357 potentially trigger a 30-month stay if it is also "submitted . . . before the date on which 

358 the [ANDA] application (excluding an amendment or supplement to the application) is 

359 submitted."^" Eligibility for a 30-month stay thus turns on when the patent is submitted 

360 to FDA, as opposed to when it is published in the Orange Book. Because the patent in 

361 this question meets the time frames for submission specified in the MMA, it can result in 

362 a 30-month stay, regardless of when it is published in the Orange Book. 
363 

364 E. 180-Day Exclusivity 

365 

366 What ANDAs are subject to the MMA*s new 180-day exclusivity provisions? 

367 

368 With two exceptions, the new provisions relating to 1 80-day exclusivity govern only 

369 ANDAs filed after the date of the MMA*s enactment (December 8, 2003) that reference a 

370 listed drug for which no paragraph IV certification was made in any ANDA before that 

371 date.^' The two exceptions concern the forfeiture of 180-day exclusivity by entering into 



" See MMATitle XI section n01(a)(l)(A)and 1101(b)(l)(A)(amendingsection 505g)(2)CB)(i)and 

505(b)(3)CA) of the Act, respectively); see also MMA Title XI section 1 101(c)(2). 

•^ See MMA Title XI section 1 101(a)(1) (creating new section 5050)(2)(B)(ii)(ll) of the Act). 

"-^ See MMA Title X! section 1 10Ua)(2)(A)(ii)(l) (amending section 505(j)(5XB)(iii) of the Act). 

^° MMA Title XI section 1 101(a)(2)(A)(ii)([) (amending section 5050)(5)(B)(iii) of the Act). 

^' See MMA Title XI section 1102(b)(1). 
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a collusive agreement and the triggering of the exclusivity period by judicial action. " All 
other ANDAs remain subject to the 180-day exclusivity provisions in effect before the 
MMA's enactment. Thus, for example, FDA's guidance for industry, I80'Da)> 
Exclvsivity When Multiple ANDAs Are Submitted on the Same Day, still applies to 
ANDAs submitted before, on, or after December 8, 2003, that reference a listed drug for 
which a paragraph [V certification had been made in any ANDA before December 8, 
2003. FDA will further interpret provisions of the MMA relating to 1 80-day exclusivity 
in future regulations and/or guidances. 

F. Applicability and Effective Dates 
What are the effective dates of the various provisions of the MMA? 



3,72 
373 
374 
375 
376 
377 
378 
379 
380 
381 
382 
383 
384 



MMA Section 


Amended or Added 
Scctionsof the Act 


Effective Date 
or Scope of Applicability 


1101(a)(1) and (b)Cl) 

(Amending or 
supplementing an 
application) 


505(i)(2)(D) and 
505(b)(4) 


A change in listed drug or 
proposed drug made on or after 
December 8, 2003 


1101(a)(1) and (b)(1) 
(Notice provisions) 


505a)(2)(B) and 
505(b)(3) 


Any paragraph IV certification 
submitted on or after August 1 8, 
2003 in an application, 
amendment, or supplement 


110l(a)(2)(A)(li)(I)and 
(b)(2)(B)(i) 

(30-month stay provisions) 


5050)(5)(B)(iii)and 
505(c)(3)(C) 


Retroactive to patent 
information submitted to FDA 
on or after August 18,2003 


lI01(a)(2)(A)(i))(II)and 
(b)(2)(B)(ii) 

(Court decision provisions 
for approval) 


505G)(5)(B)(iii)and 
505(c)(3)(C) 


Any proceeding pending on or 
after December 8, 2003, 
regardless of the date on which 
the proceeding was or is 
commenced 



^- Tlie exception relating to forfeiture based on a first ANDA applicant's entry into an anti-competitive 
agreement applies if conditions specified in tlie MMA are met, regardless of wlien the first ANDA 
paragraph IV certification for the listed drug was made (see MMA Title XI section 1 102(b)(2)). The 
second exception relates to tlie MMA's definition of the term decision of a court for purposes of section 
505(i)(5)(B)(iv) of the Act. As discussed in response to question 2 in subsection Il.B of this document, tlie 
MMA's definition of this term applies to alter the court decision trigger for 180-day exclusivity for ail 
ANDAs other than those filed after December 8, 2003, for a listed drug for which no paragraph IV 
certification was made in any ANDA before that date (see MMA Title XI section 1 1 02(b)(3)). 
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MMA Section 


Amended or Added 
Scctionsof the Act 


Effective Date 
or Scope of Applicability 


110l(a)C2)(C) and (b)(2)(D) 

(Civil action to obtain 
patent certainty) 


5050)(5)(C) and 
505(c)(3)(D) 


Any proceeding pending on or 
after December 8, 2003, 
regardless of the date on which 
the proceeding was or is 
commenced 


1102(a) 

(1 80-day exclusivity period) 


505G)(5)(B)(iv) and 
505G)(5)(D) 


ANDAs filed after December 8, 
2003 for a listed drug for which 
no paragraph IV certification 
had been made in any ANDA 
before December 8, 2003, 
except as provided in tlie box 
immediately following 


1102(a)(2) 

(Collusive agreement 
forfeiture provision) 


New505Ci)(5)(D)(i)(V) 


ANDAs filed after December 8, 
2003, regardless of when the 
first paragraph IV certification 
was made for the listed drug 
referenced in any ANDA 


1102(b)(3) 

(Meaning of decmon of a 
court that will trigger the 
beginning of 180-day 
exclusivity for certain 
ANDAs) 


505a)(5)(B)(iv) 


ANDAs for a listed drug for 
which a paragraph IV 
certification was made in any 
ANDA before December 8, 
2003, and for which there was 
no court decision or commercial 
marketing that triggered 180- 
day exclusivity (under the Act 
pre-MMA) on or before 
December 8, 2003 


1103(a) 

(Bioavailability/ 
bioequivalence) 


505G)(8) 


December 8, 2003 
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DEPARTMENT OF HEALTH & HUMAN SERMCE-S 



Food and Daig Administration 
Rockville, MD 20B57 

ANDA 77-306 

'MOV 3 ZODG 

Rakoczy Molino Mazzochi Siwik, LX/P 

Attention: Clhristme J. Siwik and "William A. Rakoozy 

6 *^'est Hubbard Street 

Suite 500 

Chicago, IL 60610 

Dear Mr, Rakoczy and Ms. Siwik: 

This responds to your letter dated August 29, 2006, in wbicla you request on behajf of Apotex 
Corporation that the Food and Drug Admimstration (FDA) consider the start of 1 80-day 
exclusivity for ondansetron hydrochloride tablets 4 mg and 8 mg (ondansetron) to have been 
triggered by the dismissal of apatent infringement suit, 

As you are aware, FDA interpreted the relevant statutory provision in a letter dated April 1 1, 
2006 (FDA letter decision) (attached). FDA*s letter decision expressly states that the dismissal 
of a patent suit m and of itself is not sufficient to trigger the 5tart of a 1 80-day exclusivity period; 
rather a court order must reflect a holding on the merits by the court that the patent at issue is 
invahd, not infiingcd, or imenforceable ("holding-on-iiiie-merits" standard). The FDA letter 
decision explains in detail the legal grounds and policy justifications for the holding-on-the- 
merits standard. Apotex sued the agency, chalieaging the FDA letter decision as arbitrary and 
capricious, and the District of Columbia Circuit Court of Appeals ruled in tlie agency's favor, 
summarily affixcoing the district court's denial of Apotex's motion for a preliminary injunction. 
See Apotex, Inc. v. FDA, 449 F.3d 1249, 1253 (D.C Cir, 2006). Apotex petitioned for a 
rehearing en tone by the court, which the court denied on August 17, 2006. On October 3, 2006, 
Apotex entered into a stipulation of dismissal ending the litigation. 

In accordance with the FDA letter decision, we deny your request for the reasons detailed briefly 
below, and refer you to that decision for finlher guidance on this matter. 

L Apotex's request. 

Apotex now asks the FDA to confirm that: "(1) Apotex will, subject to all other substantive 
requkements for approval, receive final approval of its ondansetron ANDA [abbreviated new 
drug application] upon exphation of U.S. Patent No, 4,753,789 ("the 789 patent"); (2) Apotex's 
final approval will not be delayed by any unexpired 180-day exclusivity associated with U.S. 
Patent No. 5^44,658 ("the '658 patent"); and (3) any 180-day exclusivity associated with the 
'658 patent was triggered by the May 25, 2005 Order dismissing Glaxo Group Limited's and 
SmithiOine Beeoham Corporation's (collectively, "GSK") patent inMngement action agamst 
Apotex Inc. [for infringement of the '658 patent]." In essence, you argue that tlie dismissal of the 
GSK lawsuit triggered any 180-day exclusivity arising from the '658 patent with respect to 
ondansetron, that any such 1 80-day exclusivity has now expired and, therefore, no unexpired 
1 80-day exclusivity arising from the '658 patent could delay approval of Apotex's ANDA Upon 
expiration of the 78 9 patent. 
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E Ilie May 25, 2005 Order. 

Apotex's ANDA for ondansetron includes a "paragrapli IV" certification^ in which T^otex 
alleges that the '658 patent is not in&inged and/or is not vaUd. Having received notice of this 
paragraph IV certification in December 2004, OSK sued Apotex for in&ingement of the '65S 
patent in January 2005. You enclosed with your August 31, 2005 letter a copy of *ihe stipulatiou 
of dismissal pursuant to Fed. R. Civ,P. 41" filed May 25, 2005, dismissing the GSK suit 
(stipulation of dismissal). 

The stipulation of dismissal states that the plaintiffs (GSK) 

. . . stipulate and agree that the ondansetron hydrochloride tablets that are the subject of 
and described in Apotex Ino.'s ANDA No. 77-306 do not ijjfege, and if imported, 
manufactured, used, sold, or offered for sale in the United States would not infringe, any 
claiia of GlaxoSniithKHnes's US. Patent No. 5,344,658 ("the '658 patent"); and 

. . , [have] represented that [they] will not sue Apotex for infiingement of the '658 patent 
based on the importation, manufacture, use, sale or offer for sale of ondansetron 
hydrochloride tablets that are the subject of and described in AlSfDANo. 77-306; 

and the parties 

. . . stipulate and agree to dismissal of the parties' respective claims and counterclaims 
with prejudice — 

The stipulation is signed on behalf of GSK and Apotex, and is signed as "so ordered" by the 
court. 



^ AuNDA applicant must notify FDA of patents ths applicant believes claim the drag or an approved use of tite 
drug. 21 U.S.C. § § 355(b)(1), 355(o3(2). FDA relies on these notifications to post information on these patents ia 
Approyed Drug Products with Therapeutic Equivalence Evahtations (informally referred to as the Oimge Book), 
21 U.S.C. §§ 355(b)(1), 3S5(c)(2)> 3S5(j)(7)(A)(iii). An ANDA applicant must thenroake one of foor certifications 
with respect to each patent tbat claims the drug or any use of the drug foi -which die ANDA apphcant is seeking 
approval, TlieBe cerdfications are coramonly tefened toby the four sub-paragraphs of section 505(j)(2)(A)(vii) 
establishing them: 

■ a "paragraph V certificationthat patent information has not been filed; 

» a "paiagrapli II" ceatification that the patent has expiredi 

" a "paragraph IE" certification of the date &e patent will expire; or 

' a "paragraph IV" certification ttiat the patent is invalid, not infringed, or not enforceable. 

21 U.S.C. § 355G)(2)(A)(vjiO;21 CFJl. § 314.94(a)(12)(i)(A). A paragraph I or H certification iadicfttas that the 
applicant believes that the patent does not bur innnediate approval of the AKDA. A paiagzaph HI certifxcatioa 
iodjcates that the applicant is not challenging the \'alidity or applicability of Oie patent and that the appUoant is 
seeking ANDA approval only after the patent cxpirfts. A paragraph IV certificatiQn indicates that the ANDA 
applicant disputes ■the applicability or validity of that patcnL If an AMDA applicant makes a paragraph IV 
certification, the applicant must the notify the holder of the approved KDA and tho patent owner. 21 U.S.C. 
§3S5(j)(2)CB). 
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III. 1 80-day exclusivity and FDA letter decision. 

Section 5O50')(5)(B)(iv) of the Act establishes 180-day exchsinty. This exclusivity provides a 
potential reward to the first ANDA applicant to submit a paragrapli IV certification to a patent 
pursuant to section 505(])(2)(A)(vii)(IV) of the Federal Food, Dmg, and Cosmetic Act and thus 
to expose itself to the risk of being sued for ioj&inging the patent. 

Section 505(j)(5)(B)(iv)(r[) provides that the start of 1 80-day exclusivity can he triggered as of 
"tihe date of a decision of a court . . . holding the patent which is the subject of the certification to 
be invalid or not infringed. "^ (Emphasis added.) This mechanism for initiating 1 80-day 
exclusivity is commonly referred to as the "court decision trigger." 

The FDA letter decision announced the hoiding-on-the-merits standard to assess whether an 
action of a court (qualifies as a court decision trigger to start the running of 180-day exclusivity. 
As the introduction to that letter states (and the body of that letter explains in detail): 

FDA interprets the language of the court decision trigger pro-vision, "the date of a 
decision of a court ... holding the patent which is the subject of the certification to he 
invalid or not infiinged," to require a court decision with an actual **holdiag" on the 
merits that the patent is invalid, not infringed, or unenforceable. The holdmg must he 
evidenced by language on the face of the court*s decision showing that the determmation 
of invalidity, noninfiingement, or unenforceability has been made by the court . . . 
FDA's "holding-on-the-merits" inteipretalion adheres closely to the language of the 
statute, and \vill provide a bright line that is more easily adnrinistrahle by FDA and that 
vwU enable industry to malce appropriate business planning decisions, 

FDA letter decision at 2? FDA adopted this bright-line standard to provide clarityj reduce the 
hkchhood of litigation over whether a court action triggers 1 80-day exclusivity, and promote 
greater maiketplace certamty. 



Congress amended 21 U.S.C. § 3550 «» l^te 2003. See The Access to Affordable Phannflceuticflls provisions of 
the Medicare Prescription Drug, Improvement, andModemization Act of 20O3, Piib. L. No. 108-173. 117 Stat. 2066 
(Dec. B, 2003) ("MMA"). None of the amendments pertaining to 180-day exclusivity enacted tiirongh the MMA 
bear upon the determination of -whether to stipulation of dismissal for tfa£ GSK sitii triggered 180-day exclusivity 
for ondansetron, however, because the earliest ANDA contaioiog a paragraph IV cef tification for this drug was 
Ettbmitted before the December 8, 2003, enactment date of £hs MMA. See fi § 1 102(b)(1). 

Provisions of the MMA inapplicable to the ISO-day exclusivity detetmination for ondansetron {ses MMA 
§ 1 102(b)(1)) eliminated the court-decisioa trigger provision, but provided for forfeiture of exclusivity in certain 
circmnslances. One event that can trigger forfeiture tmdtt the MMA is a "a setdeanent or consent decree -fliat enters 
a final judgment fliat includes a finding tiiat the patent is invalid or not infiingcd." 21 U.S.C, 
§ 355())C5)(D)(i)(I)(bb)(BB) (2006). The holding-on-the-merits standard under thfi pre-MMA statute does not 
reflect an agency view as to the proper scope or interpretation of this forfeiture proi^ion or any other forfeiture 
provision in the ^]MA. 
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rV. Analysis 

The GSK suit was dismissed by an agreemeiit between the parties; the court never issued a 
holding on the merits of the patent claim. It is clear, therefore, that this dismissal does not 
constitute a court decision trigger under the holding-oa-the-merits standard' Sse Apotex, 449 
F.SdatiaSS.'^ 

You assert that the stipulation of dismissal satisfies the holding-on-the-merits standard because, 
mer alia, it expressly reflects GSK's judgment that the patent at issue is not infiinged and GSK's 
commitment not to sue. Your conclusion is not correct. It is not enough that the order reflects 
the views and commitments of the parties. The court itself has to have made a substantive 
determination on the merits of the patent claim. As its title ("Stipulation of Dismissal Pursuant 
to Fed. R. Civ. P. 41") reflects, the stipulation of dismissal was the mechanism by which the 
parties sou^ and received dismissal of the case because, in their view, there was nothing left for 
the court to decide. The court was not asked to resolve the dispute on the merits and did not do 
so. In short, the stipulation of dismissal does not reflect a holding by the court on the merits of 
thie patent claim-^ 



* Although ftie holding-oiL-lhe-merits etandard was auiwunced in lelatioa tc a declaiatory judgmmt action, the 
standard is equally applicable to dfOrmative patent infiingement suits, such as the GSK suit at issue here. The 
standard looks to whether &e court has made a holding on the meiits of the patent claim; it does not coDsid^ the 
nianaer by which the dispute came before the court 

This letter does not address the arguments made in your prior letter of August 31, 2005, to support your claim th^ 
the GSK stipulation of dismissal satisfies m estoppej-bascd jnteitpietation of the court decision trigger. As 
explained m greater detail in the FDA letter decision, the agency has rejected this standard in fevor of the holding- 
Oft-the-inerits standaxd. Accordingly, tius letter addiEsscs only the arsuments you made in your letter dated August 
29, 200i5, liat the GSK stipulation of dismissal satisfies the holdrng-on-the-merits standard. 

' We note that you raised additional argoments in telephone conversations with the agency that you chose not to 
submit in -writing. These argumfints itlate to FDA'S dacisitm in Qrcaxui&c. Inc. v. Shalala, 139 P.3d S89, 1998 WL 
153410 (4th Ch". Apr. 3, 1998) (unpublished Opinion), as well as whether PDA's interpretation of section 
505(j)(5)(B)(iii) is consistent with its intftrpietalion of section 505(j)(5)(B)(iv). In this letter, however, we are only 
addresskg the question that Apotex set forth in writing, i.&, whether 'tiie ondansetron dismissal comtitutes a court 
decision trigger under FDA's "holdhig-on-the-merits*' standard. We do not believe that the additional arguments not 
submitted in writbg are pertineni: to makmg that determhiation, which simply looks to whether the court lios held on 
the merits of a patent cloini. 



Case 1:06-cv-01890-RMC Document 3-1 5 Filed 11/06/2006 Page 6 of 22 

MOV. 3.2006 3:27PM CDER/OGD/IO NO. 1387 P. 6 



V. Conclusion 

7ht stipulation of dismissal did not trigger any 1 80-day exclusivity for ondansetron tliat may 
arise fiom another ANDA applicant's paragrapli IV certification to the '658 patent. The agency 
is not aware of any judicial action to date qualifying as a court decision trigger of 180-day 
exclusivity for ondansetron. Accordinglyj 1 80-day exclusivity may delay approval of Apotex*S 
AJviDA for ondansetron hydrochloride tablets 4 mg and 8 mg upon expiiatioa of the '789 patent.^ 




^t)n 



Gary^uehler 

Directoi 

OSice of Generic Drugs 

Center for Drug Evaluation and Research 



Enclosure 



cc: Blizal^eth Dickinson, Office of Chief Counsel 

Applicants with Pending AKDAs for Ondansetron HCl Tablets, 4 mg and 8 mg 



* BDA docs not make its exclusivity detetmintttioiis until an ANDA is ready for final approval, -which will not occur 
for ondanaetron until at least December 24, 2O06, when the pediatric exclusivity associated with the 789 patent -will 
expire. Pediatric exclusivity is intended as an incentive to sponsors to conduct and suhmit to FDA studicB requested 
by the agency on the use of drugs in pediatric popnlatioas. it is a six-month exclusivity that attaohes to any listed 
patent or exclusivity for the drug studied. 21- U.S.C. § 355a. Apotex assumes that another ANDA applicant will bs 
enridedto 180-day exclusivity for ondansetron, which the agency neither coafinos nor denies. 

S 
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DEPAHTMENT OP HSAiTH Bi mJMAN. SERVICES PubUc Hsslih Satvica 



APmi^OOB 

Apotex Corp. 

tJ.S. Agent for Apotex Ine, 

Attentioni: Tanjmy Mcjntire 

2400 North Ccntujitroft Parfway, Suite 4D0 

Weston, FL 3332S 

Sejii Via FaoslmJlc and U.S. Mail 

Dear Ms. Mclntire: 

This latter is prompted by Ibe Maroh 1 6, 2006, opinion of the District of 
Columbia Cirwiit Court of Appeals, Tev'a Pharmaceuiicals USA, Sue v. FDAj Nos. 05- 
5401 & 05-5460, 2006 U.S. App. LEXIS 6384 (D-C. Cir. Mar. 1 6, 2006) ('Tevfl /;/"). 
We ans sraendiug our response to the letter aubmitted by Apotex Inc. on September 7, 
20Q4. Apotejt sought a deteirmnatiDn that a-dismissal of a dscJaratory judgment action 
brovght by Apotex against Bristol-My ejs Squibb Company CBristol"), Apotex Inc. v.' 
Bristol-Myers Squibb Co,, No. 04-2922 (hi 23, 2004 sfipul&tion and order), constituted a 
"coTJit decision trigger" beginning iba 1 eO-day period of niw3«iting exolurivity fiir the 
firet abbreviated new drug application (**ANDA") appUcanl-to make a "parsgraph IV*' 
certification challenging a patent for PTavastatin Sodium Tablets ,10 mg„ 20tiib., 40 rog., 
and 80 mg. ("pravastatin,"). I'DA prftviously delennined in a lerter dated June 28, 2005, 
that the dismissal constituted a court decision trigger, be^ed on ail interpretation of the 
court decision trigger provision, Section 505Q)C5)^)(iv)(II) of the Federal Food, Diug, 
and Cpsmetic Act ("J?DCA" or the "Act") (21 U.S.a § 3S50)(S)CB)(iv)CD)), lh« Ihe 
Agency believed itself compelled to apply as aresult of two deciGioijs of theD.C: Circuit; 
Te\'aJPharm.. tfSA. Inc. v. FDA, 182P.3d 1003 (B.C. Cir. 1999) ("JVva/O and Teva 
Pharm.. USA, Inc. v. FDA, No. 99-5287, 2000 U.S. App. VBXiS 38,^67 CD.C. 'Cir. Nov. 
15, 2O0O) C'Teva U"). Speci6calty, PDA believed that Teva /and jyiequired the agency 
to treat a d JsmiBsal of a deolMfltory judgment action for lack of jurisdiction M a court 
deeision trigger if tbe patentee is estopped from enforcing its patent against the 
declaxalocy plaintiff. 

Teva PhannaceulicalsXJSA, 3hc. challenged ?DA'6 June 2a» 2005 decision in 
dislriclBourt. TevaPharms. USA. Inc. v.fZ)^,39SF.Supp,2d 176CDX).C.2005), On 
appea), the Teva iZT court VBcatcd the judgment of Che district court with insDOJCtions to 
vacate tbe FDA's decision and remand to the agency for fonher proceedings. The court 
held thaiKDA's dctlslon was arbitrary and capricious because "[c]he FDA mistakenly 
thought itself bound by our decisions in Tzv^ J and Tcva IV* Teva US, 2006 U.S. App. 
LEXIS 6384, at *12. In tbecomt's view, the Jevfl/and Teva //decisions had been 
decided purely on procedural groundB and "left the final decisioa" of statutory 
luterprftiatioiatoFDA. /rf, at*5. 
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HJA hag therMore undEttaken to inteipret the statute in light of the 7eva JJI 
court's direction '"to bring its experieace and expertise ta bear in light of compeSng 
interests at 5takfl* and make a reasonalilB poKcy choice." Id at *13 (quoting PDKlabs,, 
Inc. V. DBA, 362 F3d 7B6, 797-98 GD^C. Clr. 20W)). As explained in greater detail 
bftlow, FDA interprets the language of the court decision trigger provision, "the date of a 
decision of a court . , . holding The patent Whiish is the subject of the certjiication to be 
invalid or not infiinged," to require a court decision ivith an eotua) "holding** on the 
merits that the patent Is invalid, notinirJnged, or nnenforceable. The holdingmiist be 
evidenced by language on fee face "of the court's decision showing that the determbaoon 
of invalidity, nooinfiiigefmen^ or ^oenforceability has been made by the oourt. FDA's 
experience in making court decision irieger detenninationB bears out the dJiScuIty in 
impleincnliiig a broader, estoppel-based standard that requites the agency lo evaluate 
whether the patentee is estopped from subg for infiingement. KDA*s "holding-on-lhe- 
medts" ijaterpietaiion edherts clossly la the language of the statute, ana -will provide s 
bright linftfliai is more aaaUy ^dministrablsbyTOAand that will enable bdustiy tomake 
fipproprifltd business planni tig decisions, 

Applying PDA's interprelatioa to the facts of this case, FDA has determined that 
the July 23, 2004, Apptex-Brislol dismissal does not constitute a court decision tdgger of 
, 180-day exclusivity for pravastatin becauae there k no language on ihe fece of fee 
dismissal evidencing that the court he] d on tho merits that any of the subject patents were 
iRvalid, not infringed, or unenforceable. 

I. Stetolory and Procedural Backgroiind 

A J 80-Day Bxolusi Wiy and the Court Decision Trigger 

Under secUon 50503(2)[AXvii), ANDA applicants musl meice one of four 
csrtificaUons (comrnonly refentd to by the four suh-peragraphs of secdon 
5050)C2)[A)[vIO establishing di«n) to certain patents, clainjiog the drug or a use of (he 
drug for-ffhich the AM)A applicant is seeking approval. The certiilcaiions ere: a . 
"paragraph T certifi cation that patent informadon has not been fded; a "paragraph H" 
cartlficatipn tbet the patent hfis expired; a "paragraph HF certification of ihe date the 
patent will expkB; or a "paragraph IV" certifioolion that the patent is Invalid, not 
infringed, or not enforcsBfale. 21 C.F.R.§3H.?4(aX12)C))(A). 

Aparagraph I or U ccrtificalioTt mdicates that the applicant believes th&t die 
patent docs not bar immediate approval a£thsMTDA, Ajjaragraph III certification 
indicates that the apph"oaiit is no! challenging the validity or fipplieability of the patent 
and that the applicant is seeking AMDA approval only afler the patent expires. A 
paragraph JV certification Indicates that the ,ANDA applicant disputes the applicability or 
validit/pfthaipatent. 

An ANDA applicant makmg aparagraph IV certification must provldenotlca to 
the new drug application (NDA) holder and patent owner stab'ng that the ANDA has been' 
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iiled and describing why the patent is invalid, will not be jnfiingcd, oris uneofotceable. 
21 U.S,C. § 35Sti){2)(B): 21 CFJt § 3M,94(3)(12Xi)CA). This noiice provides thoNDA 
holder and paleat owner the opportunity to bring suit for patent incingement prior to 
KDA'5 granting marketlne appmval for the ANDA appUoanf s product. In certain cases, 
if the NDA holder or patent owner sues the AKDA applicant for patent in&ingemeot 
wimin 45 day of yecelpi of the notice, PDA rpiist slay approva] of the ANDX for 30 
months (21 tJ.S.C. § 3550)(5)(E)[iH)). The F)DCA provides that an ANDA applicant ■ 
carmot bring an aofion for declaratory judgment unless this 4-5-d&y period has expired, 
neither ^c NDA "holder asxt the patent owner has sued the ANDA applicant for patent ' 
mfiaogement befbre the expiration of thet perlodj and, as applioab)e, the AKDA applioant 
haa DfCercd these p&ities conl^dential access to Its application for the purpose of 
delCTflining \^hether to bring a patent infiingcracnt Eoit. 21 U.S,C, § 355(j)(5)(0(i) 
(2005). 

Section 505(i)(5)(B)^v) of the Aiit governs FDA*s ISO-d'ay exclusivity 
dclenninations. The statute provides IfiO diys of roarketing exclusivity as an additional 
incentive and reward to Ibe first ANDA applicant to expose itself to the rifik of being sued 
for tnSinging a patent Gat is the subjcot of the parBgr^h IV certifiDation. It does so by 
defying approval of iobsequent AMDAs containing later paragraph IV challenges to tlie 
patent until the expiratloii of 180 days after a triggering event, The applicable version of 
the statute reads as follows; 

If Hii pppllca tlon conteios a ceitiScaCiDD descnbed in subclause tV of paragraph 
(J)(2)(AXviO snd is for a drug for which a previous application haa been 
subraitled undec ^is eubseciloo [containing!^ such a oectiScationj the application 
shall be made e:^tlve not earlier than one hundred and eighty days after- 

(I) the date the Secretary receives notice &om the applicant under 

the prevIouB application of first commercial marketing of ihe 
drug under the previous ap^jlication, or 

(H) live date of a dacision of a court In an action descdbed in clause 

(ii) holding the patent which is the subject of tlie certiGoatjon 
to be invalid ornot infijnged, 

whichever ia earlier, 

21 U.S.C. § 3S5(i)(5)CB)()v) (2002).^ Under this provision, either of two events can 



CcuTB Kviewlnj the $'iaruic )iavr CDmmenlcd thoi ttie ward "comininng" rellecti a typographical enor 
and should bo "cgntalnlng." Ses, eg-, furepua Pl\om. Co. v. FriBdmnn, 1 62 F Jd J201, )203 ilJ (D.C. 
Clr. 1998); ifoya Pham. Corp. v. Shalalci, \W FJd lOfiO, 10$4 n-3 (jj.a Ctr, ISSB). 

^ Constest amended Z\ U.S.C. jj 355(i) in h[£ 2003. 5mTIib Accew lo Attordftblo PhanraicBuHcDU 
pcovtelpns orihe 'MedicarBPrMcripiloa Dmg, Jmprovcnifini, and Modernization Aci of 2053, Put. L, No. 
106.173, 117 Sta J06fi (Dw. B. 2W3) ("MlvEA"). The majofiiy of the amendiuaais pMotnins to IflO^Uy 
excluElvity d& not apply to ihc exoluslvity daianainttiotu foi the pravasiailft ANDAs fewtfuse Ihc CHilicsl 
ANDAocmteinmBa (jarflgraphlV ttrtificatlon waa jubmlrted beftwe IhtDectmbtr 9, 2003, Mutimintdate 



Case 1 :06-cv-01 890-RMC Document 3-1 5 Filed 1 1 /06/2006 Page 1 of 22 
NOV. 3.2006 3:28PM CDER/OGD/IO MO, 1387 P. 10 



trigger the start of The exclusivity perioii: (1) ae commBrcia] marketing of the drug 
product as set forth in siibparagraph (I); or (2] an applicabla court decision as set forth ia 
subparagraph (U). Subpsxagraph (H) is commonly refecied to as ihe "court decision 
triSBcr." 

By regulatioQ, EDA hzs Jong in tenireted the court decision trigger to be satisfied 
not on[y by a decision of a court holding the patent invalid or not InfringwJ, tout also by a 
decision holding the patent imenforccatlc. 21 C.FJ^§M4.1D7(c)(lXii). In the 
preamble to the 1 994 final ruJe implementing the Drug Price Campc^lion and Patent 
Tarm Restoration Act of 1984 ('BAtoh-Waxman Amendments" to the H)CA), the agency 

explained that rewreaces in section 505 to patem invalidity and noninftingemeniBho*uld 
be inletpreted to embrace juienforceabiJity so as to be consJEtent with "Congress* obvious 
intent in aJlott-ing patent challenges under secdon 505," and to avoid absurd results. 59 
Fed. Reg. at 50,339 (citing Mvffft v. Danbury Pharmacol, Xnc, 694 F. Supp. J (D, X>el 
1988), a^'d, 873 F.2d 1418 fFed. Cir. 1989)). 

B. The Teva Cases 

In the Teva cases, KDAwas asked to determine whether the dismissal of a 
declaratory judgment action for laok of subject matter jurisdjction in apaient case 
between Teva and Syntcx constituted a court decision trigger of exclusivity for Apotex 
{thenTorphann)&rthe'dnigticIopidine. revaJ.lS2F."id at 1006-07. FDA detcmjincd 
that the Teva-^yntex dismissal was not a "deolsion of a coiiif ' or a '•hoidinig," as required 
by the statute. Id On appeal, tfaeD.C. Circuit coacludad that FDA's deterrainaiiou that 
there had besn no court decision trigger was arbftraiy and capricious. Id, at 1 O07-1 0. 
The court remanded to the agency for an explanation o^ infer alia, why FDA did not 
recogoiM thai a dismissal based oniepreBentations that estopped the patentee from suing 
for in&ingcmcnt constituled a court decjsion trigger, fd 

■ On remand, FDA attempted to explain Hi decision, bm the district court, judge 
KoJlan-Koteiiy, rejected the agenc/s explanation, TevaPharms. VSA,-Inc.v,FDA,'^o, 
99^67, 1999U.S.DisLLKJas 14.575 at *22-23 (Aug. 15, 1999) C*The FDA is bound by 
the Court of Appeals* delcaninalion feat thepuipose of the court decision trigger is to 
ensure diat the patent-holder is estopped fiom suing the ANDA applicant^. TheD.C. 
Circuit aHinned the district couit's decision in an impablished decision stating ttiat "&r 
the reasons cited .. . in Teva J and by iheDlstrict Court, the judgmoDt of the agency falls 
for want of teasoatd decision-making," TevalT, 2000 V,S. App. LEXIS 38,667, ai *6. 
Following the Tevs //decision, FDA has believed that it was bownd to apply an estoppel- 
based standard when making court decision trigger detenninatlonfi, and initially applied 
this standard with respect tO" the pfiLvaslatinproduols at issue here. 



ofth^MMA. Seeid. § I102(b)(0. ThaMM^dwJ.bowcww, apply to the courdctision trigger 
dcicmunBtton ai iswe Iraofor as ii define; a "decision of a court" as a final jodgmcnf from which no 
tippMlcnn be 01)163 beta inkea. SaetiaMAS ll02(b)f3)(iJsnniiia"dtdrfeinDfe cnun'ToTdnigsfot 
wJiich a psragrapb IV coitificiuion wtj flipd before enactment of [he MMA and for wblch there has besn no 
higgerins court decision ac of ihs dole prcnachnent, DocBmlKr S, 2003J, 
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C. FDA's June 28, 2005 Decision . 

Bristol is thft holder of m approved NDA 19-898 for pravestaiin sodiwn tablets, 
-vvhic}] It markets imder the brand-neme FiBvachoI. PravacbDl is proved for the primKiy 
and sepoiidary pievcintion of coroncay events and ibr treating hyperlipidemlfl, Bristol 
Urted four releVflnl patents in the Orange Book with respect to^ts dnig: U.S. JaicQl Nob. 
4,346^227 ("the ^227 patenfOj 5,030,447 ("the '447 patentf); 5.180,58P ("flie '589 
patent^; and 5,632,985 ("the *98S patent"). Stweral AMDA applicantSj including Apotex 
snd Teva, have submitted ANDAs containing paragraph XV certlflcaiions to the M47, 
'389, and *985 patents. TbQ "227 pattBt and its pediatrift cxduajvity expires on April 20, 
2006. ' Ajoy applicant thai has submitted aparagrapii III ceilliicEition b the *227 pateat is 
thus prechuied irom merl^dng the drug at least until tbat date. 

Apotei notified Bristol of its paragraph IV certifications lo the '447, *589, aid 
'985 patents, butBrrstoI declined to sue Apoteix for in&iDgement. Apotex then cued 
Bristol In the United States District Coorl for the Southern District of New York (Apotex 
Inc. v, BristoWysrs Squibb Co, (No. '04 CV 2922)) for declaratory judgment of non- 
infringement and/or invalidity of those patents, The ca$e was dismieaed by a. stipuiatlon 
Bad order issued on Jnly 23, 2004. 

The order recited that Bristol had "rc^esledly represented and assured Apotex 
that, notwithstanding any disagreement on the scope orintoipietation of the claims of the 
'447, '9B5, and '589 patents, it Jiad no fnter-tign to bring suit agaLiat Apotw for 
in&higeDient" Apotex stipulaisd to dismissal o;f the cafifi for laok of aubjeot matter 
jurisdiction based on those *^)re-CompIat&e reprasentationst*' Both parties si^ed the 
stipulation and order, vviiich the court endorsed as "so ondtrcd," 

By letter dated September 7, 2004, Apotex reijuested a determination ftom FDA 
thatthe July 23,2004 stipulalod order riismissujgApQleK's declaratory judgraenl edion 
constituted a "decision of a courf ' nndtr section 5O50)C5)CB)(iv)Cn) that triggerfid any 
\ BO-day ojcojusrvjty fgr pravastatin. In view of the Teva cases, FDA believed itself 
obliged to apply an estoppel-baeed standard in determining whether the JTuly 23, 2004 
order qoalilied as a court decision trigger, la its June 28, 2005 decisidn, the agency 
detenmned thai Bristol's assurances to Apotex that it would not sue for in&ingetnent 
estopped Bristol from cuing Apotex for mfiingfiraent Thus, under the estoppel-based 
standard FDA believed Tsv^ /mandated, H)A found that the dismissal quaiif^ed as a 
court decision under section 505(i)(5)(B)(iv)(I^, triggering the running of 18Q-day 
exoiiisivity for the '447, '589, aad '985 patents. 



' Pf diqtric exeltisiviiy is intended at en incentive [o spotuors to cticdUui aod ^bmit Id FDA Gtudtes 
nqvestcd by th& agency on Ihc luc of dnig; In pediatric poputaiions, It is h snt'tnoath excius[vi;)> ihat 
aHflchw m any licled patwit or cxcluuivity tm Uio dnigsrudied, 1} U.S.C, § 355a, 
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On July 26, 20O5, Tcvt sued IDA, arguing thg't FDA's June 28, 2005 decision 
was based on the agenc/s enoneous belief that Teva/ and Teva JT raqaiKd thsEgency to 
apply an esioppel-based slflndard. AltaraativelyjTeva argued ftatevejiifthereva 
decision^ did impose an estoppd-based standarf for the court ducisipu trigger, Bristol's 
assuraacK to Apotex were bsufScicot to effect a complete estoppel, Teva additionally 
argued that the dismissal had been made Bfiectifle not by the court bat by the pmles 
. under Pedoral Rule of Civil Procedure 4i(a)(lXii), aqd as such lacked sufficient judicial 
involvemeni to constitute a "deciaion" or a "holding" of Ajb court 

The district court agreed with Teva (hat the dismissal had been made offccti^e 
under Rub 41(fl)ClX10 ^^ lacked sufficient "judicial imprimatw'' to constitutB a court 
decision trieger of iSO-day exoluai^ity. Teva Pharms, USA, Inc. v. FDA, 398 F. Supp. 2d 
176, 190 pIXC. 2005) (Bates, J.). The court stated, howfitfer, ihatBristors statements 
to Apotcx were suffirf&m to preclude Bristol from suing ftr infiingement, concluding 
that "KliiG case thus embodies the peculiar oircunastance in which the words of Bristol) 
are precluaive, but they ere not part of a 'decision* or 'holding* within the meaning of the 
Hatoh-Waxman Ad" Id, at 192 d.6. The district court did 7\ot reach the question of 
whether Teva /and Teva JJ had established a subsientivfl rule binding vpon FDA.- 

On appeal. thcD.C. Circuit detecrained that "[t]heFJCrA mistakenly thoughtitseif 
bound by our 'decision in T^va /and T&va 2?,*' ^ held that '"[tjhia eiror rendere [the 
flganoy's] decision eibitrary and copriciouE." 7ivflJr/,200ffU,S, App.LBXIS6384.at ■ 
"12; The conn explained that it had never estahlifihed a requirement to apply the estoppel 
standard as an blapretatioa of the court deolsloo trigger. /£lat*8-10. Rather, Tsvui?/ 
held that Teva fhad simply found FDA'a reasoning inadequuefor the reasons discussed 
in that decision. Id. at *9; we flfro section ILA., m/ra, Concluding that *TDA still has 
not answered Uie questions put to it by the Teva I court," iii at * 13 n.5, the court vacated 
the district corn's judgment and directed the district court to remand to Oie agency to 
interpret the court decision trigger propision in view of the agency's own expsttise and 
apprepnale policy censldexaKons. Id. et*13. 

n, JjDA'e Inicrprelailon of the Court TJccigionTriggerProvIslon 

In accordance with the Teva ///court's detennination that HDA is not bound to 
apply the estoppal-bascd standarf discussed in Teva /, JRDA has brought its experience to 
bear and now makes an independent interpretation of the statute. PDA has detenoined 
that it is most appropriate to bteipret the statute consistenUy with its plain langujige. 
Thus, tho agency as interpreting the coort decision trigger provision to require a decision 
of a court that on its face evideocCB a holding on the merits thai a patent is hivalld, no; 
inftingcd, or unentbrceable. This interprotation follows most readily ftom the sl&VutOiy 
language and EDA's long-etanding regulation inchiding unenforceability as a separate 
basis for a court decision trigger. 21 V3.C. § 3550)C5)(B)frvXlI) ("Ihe date oif a decision 
of 3 cow; , . . holdbig the patentwhich Is the subject of the certiiicfttion to be Invalid or 
not infiinged*") (emphsais added); sse also 21 C.7JI § 31').107(c)(l)(ii) ("The date of a 
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decision of flifl cowi holding iks rAlBVttnf paienJ invalid^ vnenforceoble, or not 
infringed.") (emphasts added)." 

A "holding" Is generally denned to mesn "[a] coun'i decennlimtlon of amattsr of 
law pivotal to its dteiaion; a principle drawa from suth 8 decision." Black's Law 
Dioltonpry at 737 (7(h ed. 1399). The stahitn's express Rqiilrement of a "hoIdiDg" ihat 
the patent is "invalid" or "not infringed" indicates ih« the court inu3t:iESolv& the issues 
of invalidity, notuD&ingcment, aiid unenforceability (pursuajit to FDA''e regulation} on 
tho merits. Se? id at 1003 (defining 'Merits" as refomng to "[t]he elements or grounds 
of a claim or defense; die substantive oonsideratJons to be taken into account in deciding 
a case, %5 opposed to exlranecrus or teclmlcal points, esp. of procedure"). Uiider tiie 
agency's inteipretation, In the court decision trigger context, the holding muBt be 
evidenced by a statement on the face of the court's decision demon&traUag that The court 
lias made a detertninadon on the merits of patent invalidityi itordn&ingement, or 
unenforceabiliQ'. 

A, FDA*fi Response to Teva X 

In reaching tbis intstprttaUon, FpA is mindful of the Teva /court's criticUm of 
the agency's angina] position, as we]! as the Teva .07 court's view that FDA has never 
adequately addressed that Mi^cism. ¥DA add-f-esses ihe specific issues raised in Teva I 
below.' 

1. ■ ■ EDA's Intetprtlatioji is. Condsleat with the Parpoic of the Statute 
and Will Promote Industry Certainty end Administrative 
Woikabiiity 

FDA acknowledges the reva/couri's discussion of broader deffnitionB of 
"dficisfoa" and "holding' as polenKally including dismisfiala wilt prechisive effect Teva 
f, 1 82 F.3d at 1008. However, Ibe Teva Zffoourt has determined that Teva I's discuesJon 
is not binding upon the agwicy. Teva m, 2005 U.S. App. LEXIS 6384, at *12. 

Teva Jfiutber suggested that estnppel "was a relevant considoratiDn for the court 
decision trigger because a difierent view -would allow the patent holde;- to manipulate the 
system and delay gcneizc compeUlion by atotuig that it would not ea&rce its parent Teva 
/, 182 F.3d at 1009. That result, in the co"Urt's view, would he c&ntrary to the purpose of 
the statute. - Id. FDA does not believe, however, that a nanower, textually-based 
approach is contrary to the p^ose of the statute. The court decision trigger provision 
exptessly xequirea a decision of a court holding in favor of the ANDA applicant The 

'' Thfi D.Cl Ctreuil bas found thsr 6ic coiut decision tde|er (jrovisfoa is anibl|uous. See Ts^ t, 1S2 P.3<L 
at 10D7-0B (QoUns tbat Th3 tcrmi "holdlo^ and "decision" aie subject lo iiUnprctetioo); tee aho Teya III, 
3005 MS, App. L'?7CrS €^8^ ai *I2 (ntsurnhig, in Bccoiduice wilh Ttrvg /, thai ths atatuta ia diq^qus). 
To th; «juoni thur Ibetft le smbiguiiy in any ofths lemu, sueh ai "decEsJan," "IigldiiiB," "iavslid," ''not 
loWnged," Md [by legulaliod] "urenibtteable," FDA'j InlstjireiatloD is pennlisiblo and hoivs more eJosily 
to th£ language of the siamte thin tlio estoppel-based apjiroBch tbal Ihe sstDCy believed was carnpollcd by 
TevaJvtiATtvalt. 
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agency's "holding-Dn-the-merits" standard may provide a mgre Hmited trigger than an 
esioppel-based stindsrcJ, but il is Congrsss itstilf tbat ohose lo Impose the requiremftnts of 
a "decieion of a court" and a "holding;' The tsloppeUbased standard, by oootrast, has the 
anomalous result of eubstituKngthc agency's subsequent datennmation of precluGive 
el&ct hr a court's holding on die merits. 

Elsewhere, the D.C. Circuit has recognised that the wtdusivity pro^'ision reflects 
a ConfiresaionBl balBnciitg of competing polioy goals. See Teva FhamaceiHical Indus v. 
Fm, 410 FJd 51, 54 (D.C. Cir. 2005). "Because the balance struck . , , is 
quinwisenliaUy a matter for legislative j-udgment," the interpretation should "attend 
closely to the tfimis In which Congress e^tpresBed that judgraent." Id, EDA believes that 
it is appropriate lo apply the most feciaily supportable inteipretatiDn of Gib statuioiy 
language to.gWc effect m Congress's purpose for the covut decision trigger provision, and 
that nottiing less than a court decision wllh 9 holding on the merits of the patent claims 
should qualify as a court decision trigger. The estoppBl-besed approach, by cunlrast, 
renders th& terms "decision," "holding," and "invalid or not infiinged" superfluous, in 
contravention ofaccepted canons of stahJioryconstruction. See, e.g,BaUsyv. United 
Scales, ^U VS. 137. 145 (1995) (supeiseded by statute on other gcaunds) ("We assume ' 
that Congress used [the} terms becaose it intended ea6h tcnn to have a particular, 
nonsuperfIuousraeaning.'0. Indeed, pre-Teva/, the D.C. Circattfiuggeatedthataproper 
interpretation of the court decision trigger should give substantive effect to the terms that 
Congress chose. SeePwepacPhann, Co. v.Friadmcm, 162 F.3d 1201, i20Sn,6p,C. 
Cir. 1 9P8) ("Suppose fiirther that a first applicant is sued bat that the Euit does not result 
in a judicial decision finding the patent not infringed or invaUd, go that the jodicia] 
decision trigger in § 3550)(5)(B)av) is not attiwied. This oould happen if, for instance, 
the suit is dropped or settled.'^- 

Further, the law on estoppel relevant b (be court decision trigger context is not 
well developed. In feet, the Federal Circuit Jaw to ^'m\ theD.C. Circuit loojced in Tsva 
I to delermine whether a partioular representation has eatoppel effect generally addresses 
wjtefher there is sufficient reaaaoable apptehension of suit to support * declaratory 
judgment action^ and not, as in the Tzva I coyrt'a inquiry, whether the paientee n 
Ultjjtiately estopped Sum suing for inftingennent,^ In short, applying the estoppd 
standfiid ertioulated by the Jeva /court would often require FDA to resolve ftctwally 
iutensivft questions with little guidance irom the courts on bow to apply the facls to the 
law. 

Estoppel can be raised In different contes^iy, rod the agency fbresaes that aa 
estoppel-based approach oould require FDA to make deteminationB based on a host of 
factors regatdhig whether a patentee may be equitably estopped from suing a particuJar 
AIOA applitaj\L ^ee, e.g., AC Aukeman Co. v. KU Chaides Conslf, Co., 960p.2d 
1020, 1028 (Fed. Cir. 1992) (en banc) (noting Actors relevant lo equitable estoppel: 
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Cl) rniBleadlng condaot by thepntentee indiofiline that it will not ehfoToe its patent; 
(2) relJEDte bytbe alleged infiinger; nnd (3) mMfinEi pr^udloe to the alleged infiinger.tf 
the patentea i$ allowed ta proceed *writh its clBim). Sucli determinations are oiten qttile 
subjective, dependent oci flu itifinitc v&riety of frctuaJ contexts, and provide scant basis 
forpcedlctability to the regulated industry. 

h addition, the ^toppel-based approach bas besti difficult to apply and has led to 
uncertainty- E>:periEnce b&s shown, for OKample, tti&t declaratory judgment actions may 
be dismissed for a variety of reasons, not all of wJiieh oonoem raprasantations with 
preclusive eficet thai can Uien serve bs a projcy for a findingof estoppel, Sss, e.g., Teva 
Pharm. USA, Inc. v. J^zer. Jnc, 395 FJd 1324, 1333 [Fed, Or.), em. denied, lit S, 
Ct. 473 (2005) CdiBmlEfiing declaratory Judgment acdon for lack of Eubject matlsr 
Juriadiclion despite the patentee's refiUal to provide Bssurauce fliat it would not sue), 
Indeed, Teva 7 and Teva U^ es weU as the instant pravastatin case, demonstrate the 
difficulty of applying an estoppd-based standard that requires the agency to evaluate flie 
underlying reasons &r a dismissal — sad tbe vciy low likelihood of industry certainty 
rnid&r Euch a standard. 

FDA is ill-eqiippedto maXe faet-basefl deteiminatioos conceniing -whether 
certflb ststemems or actions of a coinpany in litigaton to which FDA. is not a party may 
estop that company firora enforcing its patent. FDA's intapretadon of the court decision 
trigger provision as requiring aholding on the merits wjD enable fee agency to rely on the 
face of the court's decUion to delennine whether there has been a holding ttiat a patent is 
inVflUd, uat infringed, or unenfoiceable, A$ Teva / and -Ttva H dftttiOTastrate, an estoppol- 
based approach bcxorably spawns subse<ioent fitigatlona concerning FDA's cstoppfi! 
dotermlnadoDS — litigations that cen be avoided under a clearer, textually-besed 
standard. 

2. FDA's Inteipreiatito is Consistent with its Regulation, v/hich 

Inclndes UnenfoTceability as a Separate Baaie for a Court Decision 
Trigger 

The Tflva/ court rcquesied that FUA explain how FDA's decision that the Teva- 
SyoKx dismissal was not a. court decision tri|ser was consistent with FDA' s regulation 
Including unenforceability Ma basis far the court decisibn trigger, /tf, atlD09-10. Teval 
suggested lhBtFDA'spofltionwa5"BbBunl"becauseFDA'fi regulation Included 
unenfonjeability, but FDA refused to acknowledge ? dismissal thathad the apparent 
effect of unenforceability as a conrt decision triESer. ^d. 



In iho pma«tatin case, for munplc, (be district cgurl sgrced wjth ra>A ihatSxJStol wjis estopped Smm 




! appwbcnsion 

_., „ ,. . _. ._ I (finding prMlusionfcasoJ on Brisiol'srtpontad 

Usunnces tBit It }ai nc intonlitin to sue Apolex for ioGrlngcment). 
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FDA's reguleliou interpreling the court decision trigger states thai the trigger 
occurs on; "[tjhe date of a decifiion of the court holding the relevant patent bvalid, 
unenforceable, or notinfiringed.*' 21 C.F.1L§ 314.107(c)(1). FDA'sincludonof 
"unenforeeable" in its regulation serves Ihe sfljutaiy purpose of cncoy raging patent 
cbsHctiges based on wienCoTCeability. ^es 59 Fed. Keg. at 50,339. The regulation, 
consistent with (he stEtut^ Expressly requires that there be a court "decision" and a 
^'holding" of imenforceBt>ility. 

?DA does not believe that a patentee's statements concerning its intehtionB potto 
enforce & patent, even [f reflected in the distniaal, constitute a court's "declfiioji , . , 
"holding" apetenl uneufoiceable. As explained in section n.A.l., supra, FDA rfijectfl an 
estoppel-basfid inteipretatioa of the statute bss&l on a. patentee's representations. As 
noted, E declaratory judgment actioa oan be dismissed for a. variety of reasons, aivd such a 
dismissal cannot unifbnnly serve as a proxy for a determiualion of preclusive efiect, 
Bvert if a patentee's representations have the apparent effect of rendering a patent 
unenforceable vls-B*vis apartjculw A20A applicant in the agenc/s view, a holding of 
mieaiorccabili^ must result &om 3 corff-zV consideration of that issue on themeilla, 
i3thfirlhanF/5^'i6valaationoflheeffe6lofapat6nEes^sstftletnenL Tlia estoppel-based . 
'approach turns the statutory language on ila head, by compelling FDA — rather than a 
court, as the statute seemingly requires — to effectively make a ''decision" and a 
"holdisg" of UQcafojtKsbilily. Such patent-related decisions are not within tho agency's 
expertise, nor does the siaUite require FDA lo make those decisions, KDA*s statutory and 
nsgulatory interpretfltion is not '^absurd" because it is nanx) wer than the estoppel-based 
standard, The agency's mtMpretatio;i gives iul'l- effect to each word of Ihe statute aud 
regulatjon and will provide greater certainty than the estoppel-based standard, ' 

3. FDA'S Interpretation is Consislent.ivith the IDA's 1 BO-day 
Exclusivity Guidance and the GrarMiec Decision 

Teva I also concluded that FDAhad notadequately explained its position on the 
Teva-Syntex disraiSBal with regard to <a) EDA's "case-by-cSse" approach to exclnsivity 
set forth in agmdflncedacument, iBO'Doy OemricDm^Sxdvsivhy under the ffaich- 
J^axmrnAmmdments (0 the federal I'CQii,I)rvg, and Cosmetic Act (3wk199B)(UQ-- 
day exclusivity guidance); or (b) why the agency recognized a grant of partial suminaiy 
judgment of noninfiingemenl based on apatenl holder's admission as a court decision 
trigger in Grmuec. Inc. v. Shalola, 139 P3d B89, 1998 WL 153410 (4th Clr. Apr. 3, 
1998) (nnpublished opinion), b w did not consider ihe Teva-Syntex dismissal for lack of 
subject matter jurisdiction s. court decision trigger even thou^ it too arose fiom 
staterncnts made by the innovator, Id. at lOlO-lI. 

The rogulatoiy landscape has ciiitnged digmatically since FDA'e original 
dctcmiinfttion that thpTevR'Syntex dismissal did not-constitutc acourt decision trigger. 
At that lime, FDA was imdejtakJng nilcxnaking and regulah'ng directly from the statute in 
the interim, using a "oasB-by-oase" approaidi to make ilis exclusivity detenwnations. Jee 
1 80-day exclushfity gui^uce. Teva I suggested that PDA had felled to adopt any 
particular inlc^prcliitioR of the statute, tnd also had not "abide[d] by the coniinitments Jt 
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madft in the 'Guidanoft for Industry' as to how it would proceed unUl a new nilemekins 
was completed." Id> 

Just a ftw d&ys efter tfie Teva /dooisioa, io proposing a niJe, EDAreJected & 
EQggestion that a dismiss?! for lack of jurisdiction based on a lack oi case or controversy 
siiould consIitutB a court decision trigger. IflO-Day Generic Drug Exclusivity in 
Abbreviated New Drug Applications, 64 Fed. Reg, 42,873, 42.8S1 (Aug. 6, 1999) 
(proposed tole), Rather, the agency proposed a 180-day "triggering period," during 
whliih there would have to be either a fevorable oourt decision or commereisl maxJreting 
ofthedmg. jy..st 42,877. Ifaeitheroftfaose events occurred, (hefirstANDAapplicact 
would lose its eligibUity for exciurivity. Jd. Undcc the "triggering period" approaeh, 
subsequent applicants would not be blocked indsfioitBly from approval, and would thos 
presumably have no nesd lo seek lo trigger exclusivity by brio^ng declaratory Judgment 
actions and Iherebyrairiilgthemyriad issues IhalarQSfljn the TfevalitJgetions. Id, a: 
42,881, 

FDA withdrew that proposed rule in 2002, however, in part due lo ite belief that 
tho Teva /"holding was directly at odds with the approach the agency proposed in the 
■ August 1993 proposed mje to deal with dismissals of declaratory Judgni en i actions." 
180-Day Generic Drug Exckfeivity for Abbreviated New Drug ApoUoations, 67 Fed. 
Reg, 66.593, 66,594 (Nov. 1.2002) (withdrawal of proposed rule) C'Aaer careful 
consideration of the conunents on the August 1999 proposed nila and multifile court ' 
decisions affecting the agency's inteiptBlaucn of the provisions of the ad relating to 180- 
day excliiGivily and A>n5A spprovals, JDA has concluded that Jt \& qipropriate to 
wiJhdraw the August 1999 proposed lule at this time."); Following Hi A's vrithflrawal of 
its proposed rale, Congress substantially amended the 2 80-day exclusivity provision in 
iheMMA. 5esiiots2,supro. FPA deleuninEd not lo expend its resourceg Crafting a 
regulation that would be vulnerable to challenge if it diverged from Teva I and would in 
any event bEcomaJess relevant b the Jisarfiiture due to Congress's substantial nivision 
of the 180-day exclusivity pravinon, which ulthnately eli;iQinated tha courn3eci5ion 
teigger provision (but provided for foifeiiure of excIusiT-ity in certain cinmrastanoes),^ 

Now, however. FDA is indqieodently interpreting thestatule in wcordancewith 
the direction of the Tewi III coun. For all of fte reasons explained above, FDA's 
interpretation here is &Uy consistent wJth the sialTitory leoguage and the ndcosivc 
regulatory and juaiciaJ history conceining the agency's creatment of the court decision 
trigger issue. 



It boprs noiiflg tat on= evenl thti cBti trigger ftrfcitun: rndw the MMA Is a *'b seOlemcni or eonseni 
decree Ibat mle« & final judgment that Inoludcs a findtos chet the paitni is invalid or not loftiiiEEi" 2] 
V.S.C. 1 355(p(5)CD)(I)05(bb)[BB) (2005). As axpliiined abovb, the N^MA amendmunls do not apply lo 
P»vasiatln eaccpl In caa respect (lee note l,supra) and ut not at issue In tWs decision, Tiie sgency's 
deiennlwtlon to apply the "boIdlDs-oa-the-jpcrltB" standnril under the p^c■^aMA jiatutc does noi reflect an 
agency vww a* lo |ha proper scope or Dilorpreiailon of this forfeiture provISon or any oiJit? forftlture 
provision En ilia MMA- 
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Tevfl/also suggested ihet [h&Teva-Syntex dlamiBBal should satisfy the court 
decision trigger requirement because M "fiiippoit[od] esloppel lo the same extent as the 
grant of partial sumroary judgment at issue iri Oranuiec'' Teva 1 1 82 r Jd at lOl 1. For 
the reaaoni explained in seolion EA.l, supra, however, FDA does not believe that the . 
court decision trigger provision should he iflteipreled lo embrace dismissals based on 
underlying statements that hava estoppel effect unless the decision evidences a court 
holding on the merits of the patent olahns. Applying the "holdlag-on-the-njerjts" 
inteipretatiou, it is okar thai the Teva-Syotex dismissal vas materially distinguishable 
&cm the decision at issue in GramuBc. 

. ^ The underlying decision in Granuiec was a memowudtim decision hy the cow 
panting amoiion for partial summaty jodgment of ndoinftangcment based on lie 
patentefr's ooncesrioa that the dtfisndanfs product did not infiingc, Glaxo, Inc. v. 
Boehringerlngelheim Corp., No. 95-CV-0134Z p. Conn. Oct. 7, 1996) (mcmorsfidum 
decision), Tiie conn's grant of sunu&aiy judgmen! is clearly n holding on the merits of 
patent nonjnfiingemenl as a matter of law.' See Fed. K. Civ. Proc- 56(c) C^he judEmeni 
sought shall be rendered forthwith If the pleadings, depositions, answers to 
Intentjgatoiies, and admissions on file, tcgelhefwith the affidavits, if any, show that 
there is no geaume issue as to any maftrial feet and that tht raoving party H ontided to a 
Judgment as a matter of law.")- Ih contrast, cheTeva-Syntex case was dismieeed on 
jurisdictional grounds basEd on Te«a's lack of a leasonablc epprsJiension of suit See 
Teval, IS2F.3dat3004. Ones the courtjeoogciastjliiatit lacked jurisdiction^ it 
appropriately refijsed lo 'decide the meiits of the casp and granted Syntex's motjon lo 
dismiss. Thus, FDA's textually-based inteipretalion is entirely .coiwistent with its 
detonniijaiion that fliare was a court decision trigger in Gronulea, but not in the Tava- 
Syniex case, 

B. FDA's loteipretaijDn is Most Facially Supporteble and is CoDsistent with 
Important I'olJcy Goals of Regillstoiy Clarity and Cflrtainty 

The legislative history for theHatch-Waxmfin amendments clearly reflects a 
congj-fissloiial inteot to expedite approval of generic drugs and promote compctitipn in flie 
drug maiketplacs. H.JL Kep. No, 9B-B57, Ft. 1, 98th Cong., 2d Sess. at 14-15, reprimd 
in 19E4U.S.C.C.A.N» 2647-43. However, to achieve these policy goals, Congrass 
established a regime that depends on ANDA applicants to challenge drug patents to 
enable earlier approval of generic drugs and, diereby, promotfl Dompetidon. Congress 
clearly believed that AND A applicants needed an incentive beyoftd the prospect of earlier 
generic toarket entry to take on the litigation risks associated witii challenging dmg 
patents, Ttiis Congressional belief is monifested in the stalutoiy provision for ISO-day 
exclusivity undar section 505(i)(S)(B)(lv). 



Conalstefll with its decision bi ihe Cmnuiec case, FDA's inlcfpictation do« not demand, oritl ihs agency 
docs noi iiAtni to limit lis scope to, coun decliloru following a full trial. The siamioiy hnEuflfie 'ycclsjon 
of a eourt" m lottion 505a){5)(B)(iY)[n> docs ml rtqplns Jucb B narrow reading; nor does Iha leslElaUve 
Wtiao' spptflr 10 ladieaLG CoflgrMrfonal incant for ihb languoge lo ho read in such n moraiBr. 
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A relatively brofld mteiprctation of rbe court decision triggw, suci? as the estoppel 
standard, roakeg it eaner io trigger 1 SD-d&y cKolosivity. In any specific oase^ tliis may 
speed approval of subsequent ANDA applicanu «id, therefore, wmpeStion in H>b 
iTiari:etpIace, However, e relatively broad trigger for IBO-day exclusivity could dimimsh 
the value of 1 80-day exclusivity to ANDA appUcunts, and Uius It migW dso reduce the 
incentive mr ANDA applicants to chaUenge an iMovator's patsnta. A relativaly narrow 
interpretation, such as the "bolding-oiUhe^meritB" standard, may slow approval of 
subsequeuc A>ni)A5 and compeHtroa in s specific ca^e. It coutd, however, make 
exclusivity more valuable, ajid thus make patent challenges more coiaraon ovafflU. In 
any event, the legislativ* history offers little Jf any guidance as to whioh interpretation 
Congress migbC have pt efeneij, and thus it is apprcpnate la apply Qie mtcrpretalion most 
consistent with the plain language of Ihc provision. See, e,g., Teva, 410 K3d at 54, 

In tha absence of clear Congressional intent to promote another poJicy objective, 
the agency considers clarity and certalnQ/ of critical importance. Because of the huge 
financial consequences toatresult &om gaining or losing six months of ANDA markeiing 
exclusivity, drug companies have creatively consbiicd the FDCA and relevant court 
decisions to gam whatever ma^etinf advantage they can. This dynamic ia decion^tratod 
with rcroarkable clarity by Apolex's and Teva's having taken legal positions with respect 
to the Apptex-Bristol dismis&al that are diBmetrieaUy opposed to their positions iu the 
original Teva litigation during 1999 and 20Q0. This change of poailions is not £urprismg 
because their roles are reversed: with respect to pravastatin, &ey each occupy the seat 
the oliher occupied witii respect to tiolopidlno, Indeed^ ttie parties' (as well as the Gcrieiio 
PhBcniaocutlcal A^ociatloo's) disparate polioy arguments for and against easier 
triggering at differem times undefscorcs thac there maybe no clearly preferable position 
£x>m a polioy perspeolivo. See. e.g„ Teva Pharm. USA. Inc. v. FDA* No. 05-W69 
(D,D.C.) (0pp. of Ihtervonor-Defendant Apotex Jbt. to Mot, of tjenmc Pharmaceutical 
Ass'n for Leave to File Brief as ^micwj Curiae, at 2-4, filed Sept. 9, 2005) (noting fhat 
the Generic PhannEceutical A^ociatiQahas made policy arguments both for arid against 
a broad interpretation of the court decision trigger in different cases). 

The stipulated order dismissiog the Apolex-Bristol case could reasonably be 
viewed aa an ^oH to tailor a dismissal order to satisfy the estoppel standaid discussed ir; 
Teva /. It includes a stateminit on its face that Bristol had connnitted not to sttc Apotex 
for patent infifngemeot. Jt expressly stsles that the case is dismissed for lack of subject 
matter jurisdiction on the basis of Bristol's assurances. Nevertheless, Teva challenged 
the agency's deteminanon on multiple grounds, including whether Bristol's statements 
had estoppel e^ect and whether the order conslUated a decision of a court as a matter of 
federal civil procedure law.* 



' Tic flfienty's b/ieFon appeal id tha Tew ///court ladlia Ik the potmtlal)}' myriad complcxiL'cs of 
attempting lo apply Bi) ntoppoMi^jeilisiandarcl; 

Tht MPKxdciaflous thai ths district court's dcobiwi rtiaJce tmciiil - vhelhtr iht dbnilssal for lack 
ofJurifidieilM jdulred ftocn b motion or a itipnlHlon, whedier the diEtniu&l -ww effwitd uadcr 
on! prdccdural nilc ot nnolW, whcUior the dEsoiissal reoIrM [ho: jhc comt found "good canse" for 
ii, whether ihs court ton?idftred popen beyond llic moliisn orBlipuIalion iisd f; whether (he court . 
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FJDA*S expflrience suggests thai dnig companies vnll conlinue to Ktigaie over 
exclasivlty issues whenever thepotAhtiel financial rewards are sufElciently high. Were 
FDA to adopts standard less objecUve and cley than the "holding-an-tho-merits" 
standard, the opporinnities for dlspules regflnJing the tripping of the court decision trigger 
woaJd [ncreasc. Further, it flwnjsieasraabje to assume that applicants are more likely to 
oonclud* fhat their chanoea of success in court are better in oases coQceming patentee 
estoppel because of FDA's lack of expertise on this issue. 

It is Id thft public's inJererf, as weJJ a; EDA's own interest, to have exclysivity 
triggeiing determinations govetaed by a legal regime that is cleai end easily 
administered, Encouraging highly-interesied and well-financed litigants to pursue ever- 
finer distinctions, ever farther removed &om the language of the atatute and 5om its 
purposes, docs not advance the public's interest. It offers no guarantee of jnoie rapid 
generio dnig approvate, only a high likelihood of dfilay due to liligatioD, and the prospect 
that this area of law will remain unneceasarily unstable, thus uoderniining marketplace 
certainty and interfering with businsts pUnning and inveslmanr. 

C. Application of n>A*s Interpretation to the Apotex-Bristol Dismissal 

Under FDA's inteipretatioo, it is clear that the July 23, 2004, stipulated oider 
dismissing the Apotex-Brisiol declaraioiyjudgment action is not a court deoision 
'folding" that the subject patents are invalid, nbrininnged, orunenfortteable. Nowhere 
on the fees of the order is there such a delenninaiion by the court regarding any of the 
patents at issue. Evai if Bnstol's assurances to Apotex, incorporated in© the (fiEOUBaal 
order^ ^pere later detennined by a court to estop BriBtol Sxtm suing Apotex &r . 
infiingement, the July 23. 2004 dismissal itself does tiot contain a holding oa the merits 
of pfllent invalidity,' noainfiingemcot, or unwrforoeabJUty — the issues specified by 
Congress in .the statute (and FDA by regulatioij). Indeed, the diaraissal ordgr makes clear 
(hat the case was dismissed forprocedumJ reasons (Jack of subject matter jurisdicdoo) ■ 
based on Bristol's represeataijons without a holding en tlie merits of Apotex's 
declaratory judgment patent claims. 

FDA has thus concluded that ISO-day exclusivity for pravastatin was not 
triggered by the July 23, 2004 diemissal. Absent a malerial change In circumstances, 
FpAiolfinds to approve onlythoseANDAs eligible for 180-day exclusiviiyfor 
pravastatin when the '227 patent (inckdingits period of pediatric exclusivity) expiree on 
April 20, 2006. Approvals of all othci-pravaElsiin ANDAs wiU be delayed for ISO days 
after &(clu5ivity has been triggered.' 



beW iilwaring, and the Jike , . . btflr no relattonsWp dlhcr (o wheiher tfie dwirioa "hotrffsl ik: 
paieai ... TO be iftralfd Dr not Infringtd" .... 

Br. fcr the ^adflnit AppeUints ot 54 (tiled V>tc. 22, 200U 

'" Apolw assarted that Ac Apoiex-Brfttol ihimml appllod to Ibo 1 n>g, 20 ma, 40 mg, ftnd 80 mg 
smagrtis of pmvastsdn. BecauMPDA Jibs derwmlntd Ihat tha Apetra-Brictol disisissa) does hk qualify 
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HI. Conclusion 

H3A luteiprets tIis court deci'sian trigger provision to require a daclsion of a court 
that on its fecc tvidfinccs a holding on the merits of paunt noninfiingeincni, hivalidity, or 
unenfoiceabiaty. The July 23,2DD4, Apolex-Bristol dismissal doesaot conlaiasuolia 
holding. FDAtherefomdefliaApotex'sreqiiestforaiiasenoydetBnninatioathatlBO- 
day exdusivi^ for pravastatin has been triggered and run. 

Sincer&iy. 



cAy^f^^-^aJfM-^ 



QatyBuehler 

Director 

OiSce of GenerioDnigfi 

Center for Drag Evaluaiion and Ressarch 



is a court decisign ttiigsr for any circDgth of prsVaEiaon, FDA need Tiof decide (and this, dncision should 
floi be constnied as deciding) whethur ihs dismissal tndtr onuaiuptttKA iJI four sfronfiths. 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF COLUMBIA 



APOTEX INC. 

Plaintiff, 

V. 



FOOD AND DRUG ADMINISTRATION, et al. 
Defendants. 



Case No. 



APOTEX INC.'S CERTIFICATE OF COUNSEL PURSUANT TO 
LOCAL CIVIL RUT.E fi^.l( a) 

Pursuant to Local Civil Rule 65.1(a), the undersigned counsel for Apotex hereby 
certifies that, on November 6, 2006, at approximately 9:00 a.m. EST, counsel for Apotex 
informed the Federal Defendants, through counsel for FDA, of Apotex's intention to seek a 
temporary restraining order and/or preliminary injunction in this matter, as well as the 
anticipated time of the making of the application. In telephone conversations between counsel 
for Apotex and counsel for FDA at approximately 1 1:30 a.m. and 12:00 p.m. EST, the Federal 
Defendants declined to consent to entry of the requested injunctive relief, and consultation 
pursuant to Local Civil Rule 7(m) has failed to narrow the areas of disagreement. Federal 
Defendants have been provided with copies of Apotex's motion for temporary restraining order 
and/or preliminary injunction and all supporting papers, including the proposed order; and all 
other papers filed in this case. 
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Dated: November 6, 2006. 



Respectfully submitted, 
APOTEX INC. 



By: 




Arthur Y. Tsien, D.C. Bir No. 411579 

OLSSON, FRANK AND^WEEDA, P.C. 

1400 16th Street, N.W., Suite 400 

Washington, D.C. 20036-2220 

(202)789-1212 

(202) 234-3550 (facsimile) 



Counsel for Apotex Inc. 



Of Counsel : 

William A. Rakoczy, D.C. Bar No. 489082 

Christine J. Siwik 

Alice L. Riechers 

RAKOCZY MOLINO MAZZOCm SIWIK LLP 

6 West Hubbard Street, Suite 500 

Chicago, Illinois 60610 

(312)222-6301 

(312)222-6321 (facsimile) 

Counsel for Apotex Inc. 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF COLUMBIA 



APOTEX INC. 

Plaintiff, 



V. 



FOOD AND DRUG ADMINISTRATION, et al 
Defendants. 



Case No. 



[PROPOSED! ORDER 

Upon consideration of Plaintiff Apotex Inc.'s Motion for Temporary Restraining 
Order and/or Preliminary Injunction, Memorandum of Law, the Declaration of Arthur Y. Tsien, 
the exhibits thereto, including the Declaration of Tammy Mclntire, and counsel for the Plaintiff 
and Defendants having been heard on the motion, 

The Court finds that Plaintiff has shown that it will be immediately and 
irreparably harmed absent injunctive relief, it is therefore 

ORDERED THAT the motion be, and hereby is, is GRANTED. Defendants the 
Food and Drug Administration; Michael 0. Leavitt, Secretary of Health and Human Services; 
and Andrew von Eschenbach, Acting Commissioner of Food and Drugs, shall: (a) set aside their 
November 3, 2006 administrative decision; (b) refi-ain from awarding any 180-day exclusivity 
for ondansetron tablet ANDAs; (c) immediately approve Apotex's ANDA No. 77-306 for 
ondansetron tablets upon the expiration of GlaxoSmithKIine's pediatric exclusivity on December 
24, 2006; and (d) refrain from approving any other ondansetron tablet ANDA until this 
determination is made and final approval is granted to Apotex. 
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SO ORDERED 



United States District Judge Date 



